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(O) p -, -S (O) p O-, -NHC-, — N R 1 1- N -C (=0) - 
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Rl a&ilKRl a' ft^AZLbT, ft H«*SSr^T LT ± W£$£T 

/l^M/£&?SU *fcR la^Rla' ft, ^ITltl^f ITU^ 3~ 

R2ft, **JDi(**fctt{£jRr/i'*/i'3E&*L (rr.T% Rla (ttfcRl 
a' ) ^R2it 3j$-^LTg^S^UTt>.tVN5~6MS fc^f 1 flsC? 

nft, O^fcft 1 ; 

R 6*b*«fcTJ«R 6 ' f«iLtT, 7K*jJfH\ IIl^lTtJ;VM6i7/^/H. 
5£ (B) 

Yft, -C (O) -£fcft-S0 2 -&7f:L ; 

R 1 b ft, 7KSJfC^SfcftMT/^/^S£*L ; 
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ft (c) m^T, 

Rl cjoit^Rl c' f^iELT, ^SftJS^SfcttS^SrWbTtJzV^jlRr 
/i^^g£^U RlciRlc' ft, H^LTflliftKSrJfrL-Ct iV^3~6M 
ft (Sfttfifc^nJIS^^^-efciVO SrJgj$L-CfcJ;< ; 
R2fi N tK^JS-? */ttt<£iRT^^^*t Rlc (*/tf±Rl 

c' ) irR2te. |g#bTS&g&^fLTfc«J:^5~6MS (^^^-Tnj^^ 
*<$/vX*i> «fcV^) WUfciO; 

1 te, O^fcte 1 ; 

(3) x^*j^^&«, ±ie (2) um<Dik&m-&tz.nz:(Dmm&)\mmis 

(4) b (d) ±IB (2) £fcte (3) legate 

(5) M^ 7 X*m^F, l^Mf Utt) ivMfil&T^/^ - 

(CH 2 ) m ORa N - (CHj) m N R a R a ' s - (CH 2 ) m C0 2 R a> - 
CH = CHC0 2 RaO^W^f ( £ £ X\ mfS 0 ~ 2 E>3tE#C&?F U R 

afcWRa' tem&LX7kmm¥&frte&mT/is*/i'm&7Fi-), ±is (2) 

(6) -tstft (a) xm£tiz±m (1) mMvfc&w* fritz ommMizn® 

(7) BflS-jtt5£ (D) ^Stl«STf*)S, ±IB (6) titiKDfc&Votiftn*: 

(8) XtfS&SjDSC-^TN nflO&^U R2, R 3 N R 6 £T>*R 6 ' L 
Xs 7K*^*f'te*^£«r^L-r%ctvMMT/^^S^i-±ia (6) IB* 
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(10) Y^-c (O) — Sr^-t" JbfB (6) lBfc^fi^#J3;fcM<D|£|g^f^ 

(id zis^L|g^4fct±-cH (Rb) -&^i-±ib (6) mm<Dik&m-£tc 

(12) RlafcltlRla' ^jfUJ-bT, UT J; 
HB&T/l"*/I'S&:*U *fcR 1 a £ R 1 a ' LT LT & 

(6) iaft^^ttSfc^^oEIIWfclfSS^Sift. 

(13) B ( D ) -e*$^«£Tf, »b35S7*=:/v£, t° U i^/i'S, 

>tvku/^ ^x^^y^s^rn^&^-r±td (e) mm^it^ 

(14) X^^^Jg^T\ nfiO&^U R2, R3 N R 6 &5 £ t>*R 6 ' 

LT N *#H^tfcilfIi^f btt iVH®S7/^/H^/Tt±IE (7) IB 

(is) Mfffomffi*. ^o^;s, siftssr^rL-ctiv^ar/^/^^v^ 

TtL^4-^^±t2 (14) iB^o^^^fctt^ogH^^fF^^^SiSo 

(16) B^s-jKsS; (d) T*^£;ft£2T\ |b^7*^S, brjJS?-/^ 
^ K y -<>x^ ^yy^j /umm^^^^-t±B (is) ts«c<z5^ 

t/£ fc <d mm w $ tin % m. 0 

(17) (H) T^$ttS{b^*fc»^(D|Sm«J^fF^$tL#5^ 0 




(H) 
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Mn7kmm^s ap^;s, tii&fLtt^i/Mttr^/n, - (ch 

2 ) m ORa N -CH (ORa) (ORa'K - (CH 2 ) m NRaRa\ - (C 
H 2 ) m C0 2 Ra, - (CH 2 ) m CONRaRa\ -CH=CHC0 2 Ra N 
- (CH 2 ) m COC0 2 Ra N - (CH 2 ) m PO (ORa) (ORa') ©V^f 
^/p£r^L (Z.ZX\ mttO~2<D^i&:£^U Ra, Ra' mk&LX7kmW- 

Zte%.ffi&, -CH (Rb) - N -CH (Rb) -CH (Rb') - N ~CH = 
CH-, -C (O) -(D^-ftifr&mL (--T\ Rb, Rb' «\ SUftScbT* 

iV^7/>^I> -QR10©^ftl^^l (r Qte-o- x -s 

(O) p -. -S (O) p O- — N H „ — N R 1 1 -C (=0) - 
C (=0) O-, -C ( = 0) NH-, -C ( = 0) NR1 1- N -S (O) p 
NH-, -S (O) pNRll-, — N H C ( = 0) -NR11C (=0) 

- s -NHS (O) P - N -R 1 1 S (O) p -<W-f^&^L (m? s p 

no-2(Dmm^L, Rio^wRiittiiLt, ?mw^, 

LX-hX^T/^^-^m, g^SSr^rUTfe J:V>T/^^/vSx Sm«^L-T% 

UTtJ:^7 7/^^ 7^S©^fto^L, gfcR 1 0*3 J;t>*R 1 1 
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R4 



10 T/i^/i^ B^S&^LTti i^7 7/^/^ -Q' R 2 0 <znv-f frLfr>£^ 
L q ' fi-o-, -s (o) p . - % -s (o) p . o- s -nh-, 

-NR2 1- -C (=0) - N -C (=0) 0- s -C (=0) NH- N -C 
(=0) NR21- -S (O) p . NH-, -S (O) P -NR21- S -NH 
C (=0) -NR21C (=0) -NHS (O) p > -NR21S 

15 (o) p . - wffr^Sr^L (--^p ' teo~2ogifc&^u R2 0^i 

LTt> J^T/K^A-S, 111^1X1) J^T/^-^g, gmS^WtT 

£^7y-^g N Bi&g£^LTt> £V^^ pT/i^a-T/i^MK, B^S£^ 
20 LT% J; V^^t' n^T/^^r/^S^ RStSSr^T LTt> iV^T 

t Kn^r^/UCV^ftl^^t, fifc, R 2 0*3«tt5R 2 1 (l^LTi^i 
jtLTt <tV^))) ; 

RlajSWRla 1 {«a£LT\ Bmg£W LT J: VMfijftT 




(D) 
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%$mLXh£< ; 

R2li, *IH^tfc»W7/^/i/i^*L (rrt\ Rla (SfctiRl 

a') fcR2|t, MLtitl^f LTtiV^5~6Mi (S^^TPg^ 

5 ^-etiv^) ^LT%i<) ; 
nfi, 0 ^fcfi 1 ; 

75/1, 7^/7/^E r/V3^VS©V^*L^Sr^"t- 0 } 
(is) x&mxm*^ B^-JttS*: (D) Tf*$^53£"efc5> ±1B (17) 
io BBiiofti^tfctt^oEIIW^fF^^^Sifio 

(19) M^**©-?, ^n^Vl, till^fLttiiW/^/H, - 

(CH 2 ) m ORa, - (CH 2 ) m NRaRa\ - (CH 2 ) m C0 2 Ra, -C 
H=CHCO a Ra©^W^t m(iO~2©If ?r,Tt, Ra 

&£t>*R a 5 f»^LT7K*^4fc{»^r^^/v£Sr^i-), JtIB (1 7) 
15 $fcfi (18) ^|E«(D^#i*^fi^<DE^^fF^$^#S^ 0 

(2 0) B^S-^ (D) TS^ilSIt, |b^7i^/Vl, t^^/l/S, 

(21) R la feit/R la 5 LT N 7K*^* 7t L-T % «fc 

20 ^fflr^/H^^L, ItRla irRla' ft, ^LTltl^f LTt 
«J^3~6Mg& m^^v-^m^^^t^) Sr^LTt <tV^±|B (2 
o) IBft^^ttSfctt^oElflW^fFWStift^iSo 

(2 2) nteO&^U R2, R 6 £5 £t>*R 6 ' (±iiLT, 7fc^J^P*fcltfi 
IftSSr^LTfciV^jRr^^SSr^L, Zli-CH (Rb) -£fcte-CH 
25 (Rb) -CH (Rb 3 ) -£^-f ±§E (2 1) iascft^s^tt^^^mw 

(2 3) BflS-#?5£ (D) Ib^7i-;kl, t? V ^^//l, 
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mt.it. (D mmm \mm $ tin % ^ 

(2 4) -«!5£ (E) T^$^5^#J*fc(«OEmW^fF^§ti#6^ 0 
R13 x 



R12 



OH 




(E) 

{St*. Rl 2«7k*|g^*fc»{«7'^=3r7l-S^^t, R 1 3te7kM^£^ 
f (r^R l 2 <bR i 3^PJ|i9^5S*M?-*5j;^*M^ t-ii:/^t, 

Ltt, BmK£WLT1> J^TVi^/i'gs «S£WLTk £^T^~/i/K, 

IIS^tUTt) i^fPil, ttiMf ttt Jzv^T BmS£ 

/H, Bift£*^rLTt J;V^T7/v^S> (F) 
(g) -e*$ti*S©v^^S:^i- 0 



R3 



R6 



R6 



R3 

R' M 0 R,o 



(F) (G) 

Zft^M^Hh -CH (Rb) - , -CH (Rb) -CH (Rb') -CH = 

CH-©V^fn^Sr*L (rr.T5\ Rb, Rb'tt, $£LT*MR\ /^^' 
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-Q R l o ov>i s n^ ; lr* L (rrt\ Qfi-o-, -s (o) P - N -s 

(O) p O-, -NH- -NR1 1 -C (=0) -C (=0) O-, 

5 -C ( = 0) NH- N -C (=0) NR11-, -S (O) P NH~, ~ S 
(O) P NR11- N -NHC ( = 0) - N -NR11C (=0) -> -NHS 
(O) p -, -R11S (O) P -<D ^1*3-1^ (r^T% pfiO~2©M 

fc£^U Ri o*5.ktfRi Uiiitt, /kitD^ g&g£:f LTfcJ^r 
/v^f/vS, g&S&^LTfcJ^T/i'^/i'K, git££lfLTt> J^T/v^- 
10 /kS, I»tlTt) J^v^ PT^^/H, Iti^tUtfeiV^fPi 

7/\s*;um, Tt/A'&Wftlfr&TFl^ ^fcR 1 0*3£tfR 1 Ki^LTi 
Sr?MLTt>«fc^))) ; 

15 Bta, tK^m^ gms&#LTt> J;WMt/^/wK, -JK5£ (d) -eit £ ft 



R4*3«kt*R5fi N iitTTRili 1 ^ ^n^yS> ^7/1, = 

;vS, g&££^LTt> iV>T/i^^=/uS N emS^^LT^ iV^^nm 



R4 




(D) 
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L (--T% Q'f*-0- N -S (O) p — , -S (O) p O-, -NH- -N 
R21- -C (=0) -s — C (=0) O-, -C (=0) NH-, -C ( = 
O) NR21-, -S (O) p >NH- x -S (O) P -NR2 1-, — N H C ( = 
O) -NR21C ( = 0) -NHS (O) p — % -NR21S (O) p > 

5 -(D^-fM^^L (r:t'p'liO~2(Di|^U R 2 0*3«tt5R 2 1 «: 
MiELT, 7k*W, tISSrf LTfe J^X/^/vS, Itl^tttfe iv^ 

PT/v« Sm*«r^ft-C%«tV^xngSS x gmS£W IT J; V^T U - 

R2 0fcJ;tFR2 1tt^LtIWLtt)J:V^))) ; 
^ (F) fc*5V^ 

Yfl, -C'(O) -*7cfl- S 0 2 -£tfL ; 
15 R l ate, ASJS^SfefiflllftS^bTtiV^iRr/i/^/wiESr^L ; 
nfi, O^fcte 1 ^r^L ; 

R 6 *5 «tt>*R 6'f«AEUT. 7K*M^, ItS^f IT!) J;V^ffil7/^/H, 
5£ (G) fc*3l^ 

20 R 1 cf2 x 7K*M-?*7tteg^S*#LT^ ^V^fMT/l-^/^S^^b ; 
1 fc3\ O^fcfil ; 

R 6 tefcmm?, g*S^f LttJ;V^»7;i'dr/H, 7^/1, 7U7/V 
|IU Rl 2i;Rl 3^|tfeoT»©t^y^yW^U LflS^ 

25 /^i-efosi^^KJ 

(2 5) B ( D ) l*m&tlZ> -LIB (2 4) SB«©^»4fc 
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(2 6) -jfta; (EO -eS§ns^^^fcfi^^^mw^fF^§^#^m^ 



Ltt, ffgUESr^TLTti J^T/^/^K, «&£&#LTfc J^T/l^^g, 
io gmS^^TbTt «fcvwrn9l£, Kt^rS^rWbTt J;V^T U ^-/vS, 

(G) ^$ft5£wTftfl>fc**"?% 



15 (5£tK 

Zi^ii^ -CH (Rb) -CH (Rb) -CH (R b') - N -CH = 
CH-©VW**L ( r r. T\ Rb, Rb'tt, iilT**!?, 






R3 R6 

I ; 



(F) 



(G) 
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- Q R 1 0 E^T L r T5\ Qfi-O-, -S (O) p -, - S 

(O) v O~s -NH-, -NR 11-, -C (=0) - N -C (=0) O 
5 -C (=0) NH-, -C (=0) NR1 1- N -S (O) P NH- N ~S 
(O) P NR11- -NHC ( = 0) — NR11C (=0) ~, —NHS 
(O) p - % -R11S (O) p -<Wf L (i^T\ pttO~2©I 

SfcSr^U RlOjsOTllfiaiU, zk*f(i\ M?rf LTfc J^T 

WLTfci^))) ; 
15 Btt, 7k*JKT\ flMftSSr^rbTtiV^iRT'/v^S. (D) T**£fri 



R4 




(D) 
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b Cm-O-, -S (O) p — , -S (O) p -0-, -NH-, -N 

R21-, -C (=0) -> -C (=0) O-, -C (=0) NH-, -C ( = 
O) NR21-, -S (O) p'NH-, -S (O) p -NR2 1- N — N H C ( = 
O) -NR2 1C (=0) -NHS (O) P -- N -NR2 1S (O) p > 
5 -(D\^~ftlfa%7FL (r:tp'H0~2©ll^L, R2 OfcitfR 2 l(i 

p7/^/H, liMtlt^i^foiS, ttl^f UTt X^TV- 

10 ^TPlTWi, g^K&^bTt J^T7A-=¥^£ N T v'A'Sm^-f ^ 
*7C, R2 0fci(fR2 1ttMlTi^LTf ) J:V^)) ; 

5t (F) £331^ 

Yfi, -C (O) -£fc«-S0 2 -&;^b ; 
15 R l a fi % 7k«M^£fcteffii&K£#bTfc iV^JKr/^/^Sr^b ; 
nfi, O^fc^l &^b ; 

R6*5,fctfR 6W&&LT, tR*^, H^iSST^ bT t> J; V^iSI^T/^^r/^SN 

T^/T/i^/^ T/V3=¥v-S^V>-ftt^^r^b ; 
5£ (G) £*5l^T , 

20 Rictt, 7K*m^^/^(iEmS^WbTt J;V^^S^r/^= 3 r/^S^^b ; 
1 0*fcf±l £^b ; 

R 6 ilTK^m-T-s H&£&WbTfcJ;l^»7^;i'^ TU7^ 

(2 7) BAS-jK^ (D) -C^^tLSS-C&S, ±.1E (2 6) |B«(D|S^ 0 
25 (2 8) ±|B (1) ~ (2 5) m^nfi>l^\zmM<D4k&mi£fctt^<DmM&) 

(2 9) t?M£ijTfc£±rd (2 6) ~ (2 8) ©vvfftfrlofz: 
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wm<Dmm 0 

(30) *-/y^-wm^M#y ?uy(yT*b&±m (29) mm^mm. 

(31) *-/?T~iiu&&G%te&&<D^mMtiitftfbmnv&z>±B (2 

9) t=fctt (3 0) |B$©BO&, 

(3 2) $Hfcf^S, 2&5£f«S, 7WV«1 Y«t»ii£5J:t«i 

WMxh&±m (2 6), (2 8), (3 1) mvf*ltf>lote!B*<£>gH 0 
(3 3) ii^ttlilE^^, M^£WMtfeE*jg^ 

b & 5 i¥ J: <9 W $ *i5 '> ft < t is 1 Swft&O^B&fll t it ttffimmx* foZhU 

(26), (28), (31) (D^-ftifrio\mm<Dmm 0 
(34) lt©±ib (1) ^mmzfrz-mx. (a), (b), (o, 

±ia (1 7) tia*$^5-jRS: (h), ±ib (24) ^mmztiz-M^, cek 

±IB (2 6) \Z.mmtSfr%-^ (E*) ©VNT^tf^S^S^ttSfett* 

(3 5) ^ = y^-^iaW^fflft^A©^Kffi*fcW:f&aefflt?*)«±IB (3 
4) IB«(Z)E»^#/ 0 

(3 6) M^f^S, «<l»i§, 7W^-ii, 'ffl, #]gf»B&J;t^|B 

m%x*fo?>±m (34) mtcfe (35) iB«^snm^. 
(37) ^3E«^m, mmmmms m&s «s> 

(3 4) (3 5) |B#®£3gftJ$4fc. 

(3 8) mmm*v?is'(>mmM&Gyi&£k lx^-t z^m-mmm^ 
mm 

(3 9) IW!J ^ W^R&fcaitfS±!B (30) |B*W|£mTfeS, ±HB (3 
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m^mmm, ^m-n^ mitwrnm mmmmmm ubdk mm&m 
mm (ibs), mmmmrn), (mm%, mm, mm, 

&m&. nmm, m&m&m&, &jtns mm, mm, ^mm^mmim 
(sirs) m). m mm, win. m, urn) ©its, rv^-si 

mm, km, m%, mm, mm, mm, &tst$tim, ^rnmrn mm 
mm<DT&M%%m, nmrnmrnm (rds) m, mmm& (km, mom 

^^-immi-z^z vtmtk, mtm, yyt°>?mmmm), 

tenant LT^fflTfea. 

ttmiE^> ibms, efts, mm, &m&m&<Dmffim*ft\tt®Mk Ltfit 

mi skmm^v ^ y-fy (pk) &j;i>iait3J#]j^ (tk) t £ 
ssuj «rHits ft <o%L%mm 
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5/1, T;v^7^I, ^^77*^* ^7/1^^ 

if btt^c 

15 18 0lt(07/k^i^to Wfc.fi^/I'^ ^5v^fi N n-7°ntVwK, 

n-^f/V'I, n — ^<>J-;V^ n-^=¥v7^, n -y^AS, n-J^yf- 

/VSsx n -/~/l^, n-T^yAS, n-i)yf^^ n - Kr^I > -f V 
7°P tVl^> y Zff-zV^ s e c -y^/^S, t e r t -f y^> 
^AK, t e r t — ^^A-fi, ^^yfvPg, 3 

20 A-S, 2— tert-t^f/H, ^n/pt>|, v-y^y^ 

$}t.L< ten-^^-^sum, n-^f;H, n-t^f/H, n-y~^S, 

s e c -y^-A-lfe, t e r t-^f/VS, ^ y^yf ^S, t e r t 
25 >^A-S, ^t'Of^S, 2 - ^yf^S, 3-^yf^i s 

t e r t-t^f>l, ^^P7°nt>l, P7'f^l, y^P^yf;H, 
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P« t e r t-^f/H, t e r t-^^S, l-T^W^S^ 

5 t&Rtf^^vl^ n-7°n n-^f;H N n--<^^S N 

n-^*'>yH % -^yypt>l, >f y/^Ss s e c-^S, t e r t 

—'ff-jv^ ^ y^yf zi'l, ter t -^yf/i/S, ^Jt^i/^-jvMs 2-^ 

n-^^^S, >fyynM, y^f;H, s e c-y'f/H^ t e r t 

20 r^^nr/^/Hj $*fc 3~i ojin©#^«^^7]<*s^* 

^A'S^W£>tl3 0 R 2, R3, R6 N L #S^f-$§£\ ^yn7°nfc>S, 
^ n^fvi^WI: LV\ R 1 0 i Rl 1 fl*^ LT7M £ ft 5 H-S^ 
£fcfi, R 2 0 tR 2 1 ^Ltf^§H5I^ffA ^nynt>l, 
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tmmi>x^xt> j;v\ flifctf, brysws, t? y ^v 5 -/^, trysts 

5 y^-y-y* y^s, ^-y-y y^ak ^yfjyu/H, ^r^y;H % t°7/ 
y 5 y ^-y-^r y* y /^a N ?-t*jt y y ^s, h y r y^ 

^y^fyKU^S, ^X^ir-yy/i^ (=^^y*^-=¥f-y* U^il), ^^y* 
try y /H, -o-x^ ^ y*y y a-s (=^yy^f 5 ^y y * 4 y 
io /vs, ^X>fyW!J;i/S, ^yxvyf7vl;H, ^yy~77f^H> 

v^yyy^/H, ^y-yv^/^s, wu^n, ^y ^f-y ^ 

yv % ?y y ^m, ^^^77^1, v^i/y^^g, j&;w*y y 
15 r y y v 5 ^^ t:°n y v>~^£, tr? y y 5 y*y y v»~^Ks t° 

pu^h, ^7yu^i, -fs^yy-/^ fi>7tKP77^s, y 
l>7tKnfx^n, f-ryiji/^/n, t ^y^- /k g (=t°^y v^/kS), 
t^7v^-/H, ^^U^/H, 7f7tFnt c 7^/H> 7f7tFnf 

^\£y=.;vm, y -^s, f^^/nfc y =;n, my^/H, 
20 t^y^/^s (=*^tvy^s) N /j^t 0 ^? v'^/vs, ^ ^ Ky -A^ N 

^y^yK!)-/H> ^v^H, ^y^ov^i, 7f7tFnt7f!J 
^^/vl, TlrV^ Ky /i/g/iWf-y^fc Ko^fy KU/H, 7h7t Kn^r 

* y*y y /i/S, t^y^fc F n t° y k t°y v^A'S, h y r y d fc° y v^^s, 
25 tyfy^^n, '^yymy^ /^^w b*L N l< r±try v^£ N 
tr y 5 (= tr y 5 v^^S) „ y y /^K, t° p y /ps n ^ 

•y-yy^s, fr/y/^ -r^yy/i^ '<y/77^/n, ^yy^^ 

32 



WO 2005/095327 PCT/JP2005/006834 

/^s, jyvv a-s, a y >r ^ k v ^m, ^vf-r y u /n, ^ y y >vm (= 

df-yjJ^/vS), ^y^;y;H, t s n!J-/H, rf7t Kn77^S> t 
b7tKofi=/H, i?=/vS (=tr^y VVViKK ^7^;^ 

r b7t Knt°7=;vS, rh7t Foft^7^S. y ^^S, ^ 

5 y -^s, a^tr^y v^/ws (=tf^t°^y s^gh 7j^t°^y 

^y^t Kp^^KU/H> ff7tFP^y !J;H, -<>y MJ7 

yV yvS, ^#y^tKP7"i) r if ^ yx-f 5: y* y y /vs. t^y^ 

t K n \f y • K \fy V-J^m, h !) 7/p t°!) v^/vS. -7- 7 ^ y v 5 ^/^ 

yy -<yy y ^g, ^yyva-^-yj/vm^&mf £.v&t.L<i±t°y 

io /H, f-rc^/i^ yy;kS, t°py/kS, -f^K!J;v^ ^ y ^ k y /^K, 

^yyfr^y^i, ^yy;H (=^;!i=;H), ry^yy^s, t°ny 

^tr^y^/us (^^^t^yy^s), a^t^^ v f -;H > rfnK 
n y ^yx^f s: yv y /t^, . t^vxj % ^y y yi/S^as^tf hfi 

15 So 

y^/v-K, -r-^fv^g, ryMJ/^> 7ity> y^g^W 

Jl5„ 3;fc N 7 x ^/HC 5 ~ 8 I©y y p 7 LT t) i V\ iftflt 

20 ^7^S4f*s#fctf 6>*l5o 

[v'ypry^/^/^A'lj y^P7;^/H Ch^fcina) 
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t°n y ^/i^y f-J^^ r b7t Kn7 7^^^1^ x^tFnf 

y /^fvwK N ^yy^y^vi^ t"pj)^f;H N t°-<y 
/Mfv^S, t 0 -<y ^~/^y ^3E^t*s^tf btL^o 

3 -y^-zuyn tVl^S, 2 -7x=;l/^o tVPg, 4-7 x=^7*f;H, 7^ 
20 Ti?^-/^S> 7°nt°t^/H, ^!J^S N -f y7*f JJ/i^> ^i^U/wS, 

-ry^wy^g, kv^o^/ne N ^-tv-t^s, t^p -^a-s, ^^up 
-r^S, y p hy^/us, >fy^P^;>f/vs, ^yy>f/vs> 

flS^ff fe^ 0£ L< ttTi?5vi^ 7°n fc"t^/H, U ^S, -f y/fU 
/i/S, ^i/y/p-S, ^y^nj;i/i, tv-^n-o^ ^ y y h' ^ S # ^ &f b ft 

25 5o 
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b^>S N n-yp^v'l, n-:/b3r^£. n-^yf/^^r^l, n 

^r^^r^i, n -T^Vl^^ v'X, n ^/l^^^ n-/~/l^ 

^rv-S> n-r^^^l. n-^yf^t^^I, n- Ff^t^f^l, 
-fyT'P^v'l, ^y^b^r^S, sec-y^^I, t ert-t/b^v' 

10 ^^n^PtV^ySs v'ypy'b^rv'^ y^n^y^/^yi, iy 
y p^^vV^^v'S, v/^p^f/vt^rv'S, 2 — P — ^ vVl^ b ^ ^ 

*?-;\;jr*-ym, 2- (l-7^yf;u) xf/vt^^l, M)7;ktpy f 

15 n-^b^r^I, n -^yf^t^-yi, n-^^r^/^^r^l, n - Kf^/V' 
^^S, ^y^P^^I, ^y^h^r^l, tert 

^ jxb^g, n-yp^^l, n-^b^K, n - ^ ^ vv^^r v-S N 

20 ^y/n^^i, ^y^f^^l, sec-y^7i N t e r t b^> 
r^p^v7;^^^Sj /np^vi (±mtmm) -vm^ titers 

n^v-S (_h3z!t £ iUfi) #iJxJf, yan^ b^K, 7/ktP^ b^> 

g A ^ nnm bdf-S/^ r/yU^-n b y^noy v^/l^P 

25 / h^r->S, MJyppy b h !J 7;^py f^r^S. 7P^y f^fv' 

i^g/j^f (btts &iL<(iypp^ h^^s, v'yppy h^c^m, b y y p 
py b^vs, MJ7/^py f^i, ^stKi^ppn^ivf 
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£T* *> 5 „ M tt\ 2 — try v 5 ^^-^ i/£ N 3 - tr y ^t^^l, 4 - tr y ^ 

Jl/l't^VS, 4-^> Ky^-^rv'S, 5 — f ^ F 

y/wt^s, 6 — WA'tti/^ 7 -4 > Ky^^-^-^s, 4 - IJ 

S^/k^v-^ 3 -tra y v^/i^^g, t h7 t Kn bT7-/^^VS, 
4 5; y /v^-^r ismwmtf bfrs Bt. u < n 4 - 1°-< y v 5 -/^ 

10 3 - t°a y 4 -- <^x-r $ *v y /w^-^^s^^^^ 

15 mihfi^ a 

t%mvh% 0 Mx.il ^v^^v-s, hy^^-^v-s, s?7*^^ 

-f y^f/^tS, s e c-^^/^^S, t e r t -^^Vl^frS, l/#WZ? 

u ifji^^-m, ^nywtl, V* P^yf;kft-i, y;nyw^ 

So 
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t»ab 5 o #J*.«\ 2 - tr y ^fts, 3 - t° y 4-t°y 

1^ 2 - tr y * v^/i^-^s, 3v y /u^-g, ^yKp^ftl, 3-t°ny 

5 #tL<ti2-ify^f*i, 3 - 1° y ^ju^-^-m, 4-*? v 

ST*fc«9, ^^T/^^S^^^HfrlB rr/i^/v-Sj -e^ifctoij^ff bus, 

^iil y^/^r^yS, iW;/S, 7°ntVP7^;S, ^yynh>T 
^WUS, v^^T^/S, v^ntv^r^/K, v^-fyy 

j^^fc 3-6 om^o)T^^;^p (=i&mr/i<*frM ±mtmm) ttsr 
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\tjv*)vzuv^4 ;vm\ h\±, u/us^j /um<Dmm±fci%m%c i~6© 

^^v^/k^-Ya^ N-^frjj/u/<^4 /vM, N, N- ^/^#/^^e 

*fc«gm$tiTv>T^J;v^ (±3z6t|W)ti) ry-/kS (±5zEilH 

v-ff-VA'tt*/^ rtWAstti/^ -ry^v-y/^^v'S, tv^^,^ 
^^t;^/^^^ r^n^/^^i, y^^yn^At^^ 

^nh/.f;i/t^I, ^y^nf/^^t^S, ^^y-f/^^v'S, 

-fy^n f^/i^^s, ^fp^^s, ^y^y/Wv' 

r7;^/^/^^7^ylj fcfi % K*ftl-6©E«tU<li^iS 
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if bfiZ> a 

fny^i, ^7^^, ^-/^y^ss, ^jr^/vKy^mmftm-f 

«Stt^V^TRlaiRla J t&te&LXte&iStlZ, rg^S^^U 
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^KiSB^^V^TR 1 a (UttRla') t R 2 £ flSj^ ttffig $ fr3 >. 

ys^ats ^/v-fovi/ms ^mm&mf bft6„ 

io Tt>J^3~6MSS (i^l^Tngf^t^iv^j £fi, L 

15 ^WflTStCfcl^TR 1 c (JfcURlc') tR2t^UT^^«. 

«ff7tFPt°7yi> tvy^yf, 7f7tKnW7yS, fcTn 
20 y^y|, ^tfy^at ^e-^afry ^at$#agtf bftSo 
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vvrt>«fcv\ ^ilitt^Klt if^V^y, fny^y, k^7i>y, 

y -^y 2- t'n y 3 y v 5 / >-#^^^£,ti6 0 

5 ^ (a), (bK (c), (h) *K rxj fi, ^*JS-?^«F* LV\ 

5£ (A). (B) s (C), (H) TMJ H\ 7k*If^, ~ (CH 2 ) m ORa, 

- (CH,) m N R a R a ' N - (CH 2 ) m C0 2 Ra N LV\ Ra, R 

a' tUtt**IS^ telr/v^WSK, zk*Mik ^^vvSastffc 
£P*LV\, r m j i LT^O^fcfil^W* bv\ 

io ^ (a), (b) <K ryj te, -c (o) -so 2 -WIK. -c 
(O) -flSflNz^SLV^ 

5£ (A), (B) <K rz j ft, -CH (Rb) - % -CH (Rb) - 

CH (Rb') - N -CH = CH-<DVvfflt>&£ L< , -CH (R 

b) -CH (Rb) -CH (Rb') LV\ Rb, Rb' t L 

15 tf±, frmm*. T;v*>vm u^s^h -qrio «ftL<a, cm N 

-O-tfcB-NR 1 1 -T'fcS) WSL<, IHl^f Lt^iVMSir^ 
^/VKfc*fc0*LV\ Rl 0*3«ktfR 1 1 LTtt\ ^ft^ftlfi&LT**!!* 
■?*fcttfiftr^/>K-e*)5Os6S0* LV\ *fcR lOtRll ^ttv- 

20 ^ (ck (h) 4\ r z j ta, -ch (Rb) -ch (Rb) - 

CH (Rb') -##£L<, -CH (Rb) -CH (Rb) -CH (R 
b') LV\ Rb, Rb' HTIi, 7kHJ!I^> -QRIO 

1 1 t Lttt, W^a^LT^JK^SfcttttftSSr^rLTtiV^jRT^ 
25 ^r7Va£^&5©^*LV\ -OR 10, -NR10R11«L<> R10 

^ (a), (b) n (o, (h) * N r b j m^L<immm^Lxh^y 

41 



WO 2005/095327 



PCT/JP2005/006834 



MT/^/H, — JR5S; (D) 

R4 

R5 (fr 

(D) 

v^/kg, t°y^s, ^^g, ^^vy^s, -i'yKD/H, ^yy^ 
^yy^g, nf-o-xw ^^/ij^ii, ^y^yu^s#) jW$lv\, 

^;y/H, ^yyYryu^s, t^y^^^s, rb7t Ko^yy/H, 
-o-x-f 5 ^y y /i>m, nf^x-r $ ^y y ^s, ^y^yy l < , 

15 »b©S*S"C*>SR4 33«ttJ«R 5 t LT0t L< 13, Zti^tim&LXfrm 
BL?, ApyyS (^Hfjg^ lilf), ItS^tltt) J^r y 

T^^r/H), -Q' R2 0 (rrt'Q' tt N -O-, — N R 2 1 N -C ( = 
O) NR 2 1 --<?*>3©iW$ L<, *fcR2 0j3J:t;R2 1iUj?SL<tt^ 
20 ^r^M3lS£LT7K*m^> (617/^/Hlfdtt Fn^;/;HX^5) T*fe 

v) , t°^< y v 5 ^/^, 7 rc^/i/g, t° y vvi-g s ^^^^s> -f 5 ^y y 
v K y a-s, ^yu^ ^yy'fryy/H, y^s, ^/vsastficfr 

^ (a), (ck (h) 4»> r r 2 j tt N Tkmffi^ftteW&m&^LXhk^ 
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& (a), (b), (o rR3j ymm^m^Lw 

5t (A), (H) 4\ TR1 aj TRi a 5 J }l s 7XM^^ «T^^/^S^W 
£L<, tK^M-T-, ^y/ot>S s y^^£ N s e c-^l, t e r 

Rl a, Rl a' M&V^T £> ^-^flS**^-?* 5*§£\ 0* LV^ffc 
SBttflTxt (A 3 ) <D&*)\Z.t£Z) 0 



5£ (A), (H) ^(O fnj (lO^fcttl^0^U<, 0 LV\ 

^ (b) ^ TRibj fi N fcmu^&Blz^o 

^ (C) r R 1 c J TRl c'j te N 7K*^T-, fl7/k«^^^t<, 

TkitJK^ -fy/p tv^s, y7Y/H, s e c -r/^/vs, t e r t - ^ 

/l^/WM?l£LV\ RlciRlc' tm^^t^^-s is?v<y#>, 

& (c) tf, r i j o^tcfoitm-H t<, 1 U\, 

5£ (C) Rlc, R 1 c ' fc^T^b/&>— 
L^SEfttBg^T^ (C) <^J;5^^S 0 




(A') 
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(C) 

5£ (E) fcSV^ttS* (E') *<7>R 1 2ttR 1 3 t P 19 & 5 S*JiH\ JMMW, 
Rl 2 JiyKSOiC^TfcScDtfW* LV\ LttS&gfc^LTfc.fc^T/Mvi'g, 

W*B#©W»W 1 ©^(tM^, p I C 5 0 ifi 5 &±Sr*-tfc£"1fejW£ L 

< N *t?t>p i c 5 o^6^±&^i-{fc^W0£Lv\ rmfcn* y ^ w ^ 

WO 95/0729 l^«OB(l*J®ltf©^ife (#!lx.tt\ »M 1 ~ 3 6 6. 
^M, Hflfifll 1 6 1 tfcSFE 9 9 9 0 2 41), WO 92/0437 1 45#ft© 
If*3S 1 tf»©^*-(^J^.tfs »J1~1 8 1), WO 2 0 0 3/0 7 6 4 5 

8'Am<z>m?kmi*<Dfc&m cmx-ft, »n~5 8), jpos-5965 

s A^mom^m 1 ^<o\^m 1 ~ 7 k wo 94/2933 
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5^#©»^ 1 $*<Dft&m (MxJi\ »Jl~8), WO 9 4/2 9 3 3 6 
&«©ttjfe3El ^(Oi^m (iilt ^jjifij 1-90), WO 99/37611 
©tit**! 1 tf©^* (Mifl »$|1~2 6), WO 98/06740 
4Mf ©SMt^S l ^(Dit^s WO 01/09165 ^©!#*JS 1 ^©fl^tl, 
5 US546482 0 4M®©fif 1 ^ ©fl^#>, British Journa 
1 of Pharmacology, 130, 1 0 9 9 -1 1 0 7, (200 
0 ) ^(Djk&m, Biological Chemistry, 383, 853 
- 8 5 7, (2 0 0 2) $KDik£-$)s Cetraxate, ONO- 3 3 0 7, 
Me 1 a g a t r a n ^tfS^tf b ft5 0 

y&JS£©i£, ^A^-A, v^v'^Af ©7;^ y ±M^©t s T/W^ 

15 v^, t^u^^ t°<<?i?y s n-.^v'^r ^ ^©^tssr ^ ytcom., 
^©«i^i:©^, mm, ?^ym, 

h^^y* jyfr ymm<Dftmx/^y^t<D&%mifz> - £ So 
*7t, &3&m<Dfc'&to\z.ft* zvmmnm. M;u«?n#3, r^^-^mm 
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f*l*K ST> ^Hs ¥xWs I**, c^Tv ^IBs ©A^©/v- 

s^^*> Mm m^j^^s^s^ ^n^t 

Tiixg~io g , #|ng4ol^o. 0 1 m g ~i g&Jlv\ 1 0 im~ 

&<DffiO. OlII°/o~10 0li°/otfcS 0 
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mrm, mmu fe&n. mmn\, &mmmft*. m.m\kmrm -jmrnnn^ 
5 tfc ^sfcisDT, mftvmmn, tfmim. %&w. t&n, mmk mm 

^tm, m^m, nm^mmm m, rnxm, mmu 
&gfcjfcCT*&£8k ^f*^«j#^^px.fef^ 

1?/l/p— * N 77^7^ r^tffli'K ^7f^ 9 ss.*7v9^ tKP^ 

25 fiK mnmt Lxttwz.^ ^r/yyiv^v'^^ #y^v^ 
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y##k mm, i**^v^tis. -tLfe^^ij^fcmwj^}^ nafe, 

T?£5„ M^fi\ (IBD) fc&LT^&W^b^tt&JBV^S^ 

mm, ^y^^w^mmmm^mtm^xmm^m^^t^x^, m 
\mLx*mw<Dik&y>>zm^z>Wi&w±, mm^m^ z. t^m^m^mm 
kmitxmmz.m^%z. t^xi*z> 0 f^t5f^i^^©t4i(t &M-tz 

u^<Dtmm\c^xn^m\^\:xhh^^^imLx^^, m%ft&mz.& 

h^77^ (HPLC) ^©H ffl 
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Ha i : ^X2?ym**tc\m^v?^m*m mx-tfhv 77- bm ^ 

i~ 0 

lg : ««^i- 0 
5 p : &nm**-r a 

a 1 k y 1 : ffijRT^^/USr^-f o 
-fe5£ (A) ^M±feafe^#Mfe 

flfctfrsy&flmft (1) ^ «six.«!^#^^pywb^*fefi^#^«^ 
10 &i«j£>K fj^^i^j y ^fMt LTioi, Mfctfa WWH©«lfc«i 

C) Sr^tftS (J. Am. Chem. Soc, 120 (48), 12459 
-12467, (1 9 9 8)), 




RUiste^Wi*, MtLtfby^^T^>&m.mtLxm\ 5 o°c~ 1 2 

o 0 cT«»1-§^i^2-r5 y try v^mmfc (3, x=n) 

& o T~v>mm&t:t£&2-T$ y ^v^ymmw- (a) h?t 

(4) ^^1-6- tas-e^Sc 

t/p^^« (4) ft^it«^fi/yf©*sjstlfi^ss^ft 
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(3) (4) (5) 



n=0*fc[*1 

mfc (6) -iftSr^K't^o r^Kfl^fr (6) tt % M*.tf**#ffl& 




(5) (6) (7) 



v-rWb^fy !>A^ffi^5ri^7/iil^ (s) ^Mts^t^ 

^7 7ilfr (8) 13, M^f«*#Bl^Ts 0!l>LtfO. 5^^«7K« 

R,a Ria'U^ CF R,a Ria'l^ CF M R^'H^k^ 

(5) 3 (8) 3 (9) 3 
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r 5; >mmfc (7) tutn o) kmitux^yMmmPf ao, y^c= 

;^p!J Kilft (10, Y^so 2 ^t) £^v\ M x. UMit y^(D 



te£4& (A)-fi, KftSttt^/^^r^ KteLfcfl^* (1 

1) ^^w^pyw^*fc{i^«^p^^>fbfe (2) t^^m^mm 

-«5£ (E) Jn&ttSRl 2tRl 3 L&V\S§£>-C N ^"O, 

15 Ltf*— (F) -ca$ti54i-^W:> (A) IcfcltSl^lt^M^t Kn 



HN- 




10 



C7)*fctt(9) (10) (A) 

n=0£fcl*1 



R5, 




•CF 3 



20 (B) ^Mlj^tes^M 
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Mx.&i?T^ym%$fo (12) %&m^ * sfyity?) * tz a^mm^ * ? 

yfc® (2) M^tf 2-yp^V-7k#(D*^jSt^#^^(£$^V^« 

5 ^ff^#: (13) (Org. Lett., 4 (4), 581 

- 5 8 4, (2 0 0 2)) 0 X^^^-^gr^i-^^^, M^fcfi^^Vl' 

$/v^7^ K^K ^!lx.f«S^ UT^t* y ?^&fflv\ 1 0 0°C~ 1 6 0 °CT 
»ptSri:T'2-7^fc o yv?yi^ (13, X = N) ^/&t#<5 0 




(12) (2) (13) 



10 T^U^W (13) te, fdxJi^^P^ t e r t -*7 b*f*J>l'tf~A' 

K\ friSP^t^ (14) ^#5!li:m5 0 

T^^^f* (14) kjJfrtfl/WfflWfc (10, Y^c = 0^^i") ^fefff 



WO 2005/095327 PCT/JP2005/006834 




£fc (B) ik&m (A) t»f*T5 KftSfcfi^/n^^T 

5 -JKS: (A) 0^^^^$tLfc^T/M«#: (8) ft, Wfctf 5 0%gSBfe* 

ttlcWtlll^i^ft^il^ 8 o°c~i 2 ofeiiPli#t5 




(1 5) (A) o^&fc^Sfrfcfl^fc 

10 (3) tMiifr^iill^ (16) ^&S9iEi:l^«o^fe"ei tokirZtt l & 
m (C) Sr#Sr.t^-e^5„ 




n=0£kl*1 
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fc&m (c) f*, it-a-m (a) twim\^^r$. Kft*fc^^*yr 

&3b\ (E) fclfctt^R 1 2 £R 1 3^&7T^LftV^1^T\ 3&>o N 

Lis-jR^: (g) -?mi$nz>m&n, (O t^i-tsM^t Ko^r^f 

(E) fcaH-fc-frfeO^fe 

filx.^p^>"fbr^y ^-^fcttft^n^Wbr^y ^ (n) &-gHb&* 

io 7 ^^svyx^yj y^ST> 5 ot-l o 0°CTJDll#t5r 

(is) ~.£fiire£5c ft-a-* (is) tt s m^tmt^^^ymo^m^ 

l^nDK (19) 4r^ffi§^Sr t-e^^ (2 0) ~. £ «iTe # 5 „ 




(18) 



15 (^L' teg&££^LTt>J;V^A^/i^ LTt> J^T ;Hr~ 

20 ft^*J (20) IrMilir f7t Kn7 7 ^©#KJ&fc:igJ^B&&#' £ ftv> 

^Haot-K (e) t*5it5R 1 2 tR 1 3 zmzmiti Lte^ms- 
m (E-D ^i5^t^t^ 0 
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H C0 2 Me 



M7L 




OH 



L' 




CF, 



L' 



3 



(20) 



(E-1) 



p-MJ7/^o^W^!)y (2 1) kMx.&3 -zfv^yus-sym* n 

atN, N-^^^r^y ^^-F-eWi-6^ii^j;i9r^ (2 
2) izi«i#*ct« 0 r 5: k^^^i (22) it s m^tmt^^^y tr± h - h 

XTkmitZ y ^RfiffilWM^ LT t e r t -~?^-)VT >*r^ V 

n^v-cmm-r^^ti-i^r^^^y^mm^ (23) mt^s (che 

m. Pharm. Bull., 2 9 (4 ), 1 0 6 3 - 1 0 6 8, (1 9 8 l)) D 

TH<7-z?;ymWfa (23) « N {flfckii, Mx.t£hV 

Kn^/oyfl^ (2 4) ££s£T-#5 (Org. Lett., 4 (3), 
459-461, (2 00 2)) Q v>fc R n^/nylf^ (2 4) t^llxJS^ 

(2 5) Sr^-et^c 
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Hal^-^CI 



CF 3 



(21) 



(22) 
0 



(23) 
OH 

CF 3 



(24) 



(25) 



Tf7tKn^;^li#: (2 5) £ m% ftTsUy* t K£ fctt^ J. y (2 

6), (f'), (g 5 ) zmz-umttf-^ytp, mz.t£mm<D£5%mm. mz.it 

£fir5 £ fclciti, -jR5S: (E) m^Ri 2 £R l 3 fcflSHtfcfcoTSIS: 
^fifeLfc»^©ft^« (E-2) is#&*i5 0 

(26) 



OH 



HN 




0 



OH 



L'- u -[H.alkyl] 



CF, 



(25) 



B" Z "Y 



R6 




R3 R6 



(6') 



(E-2) 
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-$-rz>m&(Dik&m\^ m^xm (US2003005 5031), #m$xm 

(Dolores Edmontb Bioorg.Med., Chem. Le 
tt. 1 0, 1 8 3 1 - 1 8 3 4, (2 0 0 0)) iaoT^-Cf 5„ 
-ft£^ (H) \Z.7Ti-tfcG : ®<D&f&&; 

±mr^^—^mw (4) tm^rv—^r^^—^s i^rfn 
kp 7 7 yf ote^iuS^t^xis ^ , m±av >umt hxhv 



R2 



B-Z-OH 

> B. 

R,a k^ CF R,a R,a 1 

(4) " (H) 

*fcfofcm&m*R&£te^M*. 2 0°C~1 ooictMi#t5^i:fft 

^ (h) ^tmm-vzz* 
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»!J^^> (ODS) Sr^E«iJi:i-SMi««^^n^ h?y7>(-Ktt 
5 U MJ7/^nii^0. l%^Tt5 (v/v), jjcfcr-fe h~ MJ/HPiB 

MMl N 1 - (2-7*^7^^/1/) — N 2 — [4 - (Mi7/Vtn^f 
10 /P) 7*-/K] -D-^yyT^ F H7;Vtni^t©M (C-l) 

Igl N- [4- (MJ7;i/tn>f;v) y *~/H -D-^JJXD^ 
4-hP7;ktP^f^H-K'<yf yO. 27 g (1. Ommo lk D- 

^y>-0. 12g (1. Ommo 1), »!J^O. 21g (1. 5 mm o 
• 1), ai'tt (I) 19mg (0. 1 Ommo 1) &3 £.Tfi? ^ ^/^Tir bT 5; 
15 K 1 m 1 &*i?tt%&Jikmzit&^ 9 0°C^ 2 0 DQ 7jPfM# bfc 0 ftifeH:^ 

fl^S LfcfL v- U 7J ^/V* 7^^nv^77^ ( 2 O %~ 4 O %g^rc=f- 

/V/^dff-^^^) T?l^«rj§mU mMit&WO. 12g (O. 46m 

mo 1 , 4 6%) &#fc„ 

1 H — NMR (3 0 0MHz, CDC1 3 ) 8 = 1. 06-1. 10 (6H, 
20 m), 2. 17-2. 24 ( 1 H, m), 3. 94 ( L H, d, J = 5 . 4Hz), 
6. 66 (2H, d, J = 8 . 4Hz), 7. 24 (2H, d, J = 8. 4Hz). 

Ig2 n 1 — {2-y *.^;v^;v) -n 2 - [4 — ( hV 7;viru * f-jv) 

Xgl-C#btLfcN- [4- ( h y 7/^n^f;H 7*~/K] -D-^yv 
25 2 0 m g (0. 07 7 m mo 1 k 7 a^f^T 5 ^ X 1 ju 1 (0. 0 8 7 mm 

oik 1 -^;v- (3 -v^fvu-T ^ ;-7°n fc°/P) tf/vtfi^ * K£gfcE 1 

8 m g ( 0 . 12 mm o 1) *5 <fc t>* 1 - t: * i/^ >9 b V T 1 /KfP^ 
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2 2mg (0. 12mmol) ?rtf^f 3m 1 ttH^U ^fi^TlM 
8 m g (0. 0 18 mm o 1 , 23%) £#fc 0 

57^; y&HV^r £T\ »|1 (C— 1) t«^UT^Lfc D 

N- ((2 R) -3-^^-2- {[4- ( f!) 7 

^-^] r^y} r/^vi-o -2-7a^rthm* h y t^/m-p@i«£<£> 

^ (A-l) 

Igl (2R) -3-7*^-2- {[4- (h y7Mn^ ^/U) !7;c~ 

mmmi igi-e#&n.tN- [4- (nj7/i/tn^^/v) 7^^] - 

D-^P>"2. 15g (8. 23mmol) Srr h7t Kp77^5 Om U:jS 
fl?U b V ^JVT % 1/ 1 . 7 1ml (12. 3mmo 1) *3i^nni||x 
f-/VO. 94ml (9: 88mmol) &titmTM%.iHo #fffi Ufc^fciftBU Lfc 
fc, **ft^^Kf^- b !J £^0. 62g (16. 4mmo 1) ^iWK^Pl 

7A^PV1>^77^ (3 0%|^f/VA^rf^I«) 7:1t^ U H 

Hft^O. 9 5g (3.'84mmol, 4 7%) £#fc 0 

X@2 (2R) -3-y^-^-N 2 - [4- (h U7/^n^ ?vl/) 

XaiTltbtL/c (2 R) -3-y^/k-2- {[4- (by 7/^P^f 
71/) 757} -J&V—X -*—/Vl . 6 7 g (6. T 6 mm o 1 ) £ 

Sft^fl^ySOmlfectrjiMJxf/vr^l. 2 Om 1 (S. 6 7 mm o 
1) d»U W^^/^^pDFO. 6 3ml (8. 1 4mmo 

i) zmrvtc, mmiWLtcr&s tsi^v^^it, n- eur) - i- 

(^np^f^) - 2 -y =f-)V-?xi fcVk] -4- (f!)7;^n^f^) T^y 
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y(DUM'WJ^ntc 0 # b ^ f 7 $ R 2 o m 1 icMML, 

Tv'fttMJ^AO. 40g (6. 15mmol) £JPx., 8 0°CT«I#l 

LXmm^^) 1 . 5 O g ( 6 . 0 9 mm o 1 , . 9 0 %) 
1 H — NMR (3 0 0MHz, CDC 1 3 ) 8 = 0. 9 2- 1. 0 0 (6H, 
m), 1. 8 5- 1. 9 4 (1 H, m) , 2. 74 (1H, dd, J = 7. 2, 1 
2. 9Hz), 2. 88 (1H, m), 2! 94 ( 1 H, dd, J = 12. 9, 6. 
10 3Hz), 3. 2 0 - 3. 2 8 ( 1 H, m) , 3. 9 8 -4. 0 8 ( 1 H, m) , 

6. 63 (2H, d, J = 8. 4Hz), 7. 37 ( 2 H, d, J = 8. 4Hz). 
MS (ESI) m/z 2 4 7 (M+H) + 

X^3 N- ((2R) -3-^^/1^-2- {[4- (MJ7/^0^f/>) 7i 
~)V\ TXJ) -ff-iv) — 2 - 7i-;V7t b T 5: K 1> !)7/^n^lI©^ 
15 ^ 

Xg2T?#E>*lfc (2R) -3-7<^-N 2 - [4- (F!)7/^P^ 
/lO y^^/V] ~f9V- 1, 2-v ! 7^8mg (0. 0 3 3 mm o 1), 7^ 
^|5mg (0. 0 3 7mmol) > 1-^;V- (3-v?^f ^7^77 
n tVP) 5; Ri£M lOmg (0. 052 mm o 1 K 1 — t Kn^f 

20 ^yy'MJ7/-/H7M0^8mg (0. 0 5 2mm o 1 ) jSi^b 

7^9^ 1 (0. 06 6mmo 1 ) Srifefb;* ^ 3 m 1 SStCT 
^M#b7^ 0 |«£^*L7cfJt, ^XflA-ClS^L, *Mfb^tl4. lmg 
(0. 0 0 9mmol, 2 6%) £r#fc„ 

ffrg-ftA- 2-A-4 ili2©Ig3fffl^fc (2R) 

25 — N 2 — [4- (M)7/VtP^f/V) 7 7^ 1 , 2-^7^© 

njfefli 2 (a- i ) t mm\z LtMtfc 0 
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MMM 3 (3S) -N-^^-J/U-A-t^-SU- 3 - {[4- (hU 7/^13 

7i^]r^ /} ^v^yr^; k©^ (c-4 o) 

X®1 N-[ (1R) -1- {.i/TStf-A/) -2-^/^0^-4- 

( h y ^ ^/v) y y<o^ 

5 ItM2Ig2«^FI#i LTIIbiifcN- [(1R) -1- {?uu*^ 
/k) - 2-7«^^^p fcVi/] -4- ( 1> y 7;vJrn t^-iv) T^V >l . O g 
(3. 7 6mmol) ^ K3 Om 1 [r»U v'T^b^K 

!J^0. 22 g (4. 5 1mmol) 9 0 °C^«« L-fc„ l^«£r 

io o %~ 4 o /vA^rt yH^fl) £ffl^-cm$£U SMi^o. 

5 7 g ( 2 . 2 2 mm o 1 , 5 9%) &#fc 0 

X?S2 (3S) -N-^^^-4-^^/V- 3- {[4- (b!J7^tD ^ 

X©lT#b^fcN- [(1R) -1- (v-T/^^/V) -2-7<^7 B P fcT 
15 /Kl -4- (h y 7/^P^f^) T^y ^0. l g (0. 3 9mmo 1 ) 5 

o%«7k«^Jl? U loo^M^Lfc, E)&m%7kfc&%\ PH3 
~5^f^L/cfJK Sifcai^^-ettW tfe 0 &»^^7t 0 

#&tlfcSit)®H3 2mg, .-<y^7^y2 0/i 1 (0. 18mmo 1), 
(3-^^f^7^;7nt» *;^^n'Iit2 0mg 
20 (0. lOmmo 1) *5itj!l-tKD^i/^yyMJ7y-/H*fP!fe20m 
g (0. 13mmol) ^ 3 m 1 4>^IS^L, Sfiiaiffi^b' 

fc 0 «£^5feLfc^ *f$!lI&AfclBV\ 3 . 4 5mg (0. 0 0 

7 mm o 1 ) £#fc 0 

l-C-4 3fi, UliM 3 ^XfM 2 m&^T^vvVT ^ XOft 
25 fc^lC, Mt^7^y^V^^K\ »J3 (C-4 0) iPlttr^ 

mMM 4 N- ((3 S)) -4-^^/1^-3- {[4- (MJ7/^o^f;0 
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7x=;p] rs; /} ^y^-ju) ^yxr? k b y yn'$-u&wt£.<D&i& (a- 

4 7) 

H»J 3 T.a 1 T# btlf'N- [( 1 R) -1- (VT^fA') - 
/^"7° P hM -4- (hy7/^n^f/l/) T ^ ^ 0 . 2 g (0. 7 8mmo 

i) Sro. 5^^fb7k»^^^i-s^^y-/^Mi 0ml ^§|?L, MM 

lOmg (0. 0 3 2mmol) ^,|||8mg (0. 0 6 4mmolk 1 
-^jV- (3-^W5;^^) iJ/H^OHil2mg (0. 
0 6 4mmolk 1 - fc Kb ^^^^ f !J 1 1 0 m g (0. 

0 6 4mmo 1 ) jb^t^h V ^9vVT ^0 . 0 2ml (0. 1 4mmo 1 ) £ 

«W£^3IU »J4XSASrfflV>TSI®U *ffift^*4. 18mg (0. 0 
0 9mmol, 27%) £#fc 0 

fh^*A-4 8~A- 5 4 ft, ^ffiflKfcfcV^T, SA^Bfe^R^ 5 ^ ^ 
i-5^/^^SI^V^5r iT\ »|4 (A- 4 7)tH«ia - T^Lfco 
$1M5 {(3R) -1- [4- (MJ7/^D^/V) 

(B- l) 

Igl tert-^/U {(3R) -1- [4 - (MJ7/^n^/I/) 7 

4- (M)7/^n^^) 3-K^yfyi4 5/i 1 (1. Ommol) N 
ter t-7^ (3R) - fc° P JJ v 5 ^- 3 ->f ;V*;W^- h 0 . 2 2 g 
(1 . 2mmo 1 k y U^AO. 4 3 g (2. Ommo 1 h ^VV? 

V 3-^0. 1 1ml (2. Ommo 1). 3 «J"fb4R (I) 1 9 m g (0. 10 
mmol) &£X$2-7°v/<y-/\'lml %%i?tt%U$i<g% l fc1±&%-^ 8 0°C 
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£ffll>Tft®JU 0. 0 7 g (0. 2 1mmol, 2 1%) 

It2 2-7 ^^;V-N- {(3R) -1- [4- ( M) ^ f ^) 7 

XmiT'#b^fct e r t ~-f=f-)V {(3 R) -1- [4- ( h JJ 

^ fvi^) y^)V\ ifp]J^y-3->f/H *;w^^fo. o 7 g (o. 21 
mmol) & N 4 ^^TR^^rf 6 ^^>1»^^Lfc^ 2 B# 

/Vg^4. Omg (0. 0 3 0mmolh 1 - fc Kn 3 s - V- 7 -T if^^^Z h 

i;r^;v7. omg, f y xf ^7 ^20^1^];^^ y 7°n tv^;^' 

^j£-t-5^7/V7j?VgfeSrfflV>S^i:^ ^li5 (B - D^iiat^l 

fc. 

H»J6 (2E) -3- (t°y v5^-2-^/W -N- {1- [5- ( f ]J 7 

If!J7/^PSW©M (B-8) 

2-^nP-5-f!)7/^a^f^tli/yi 8mg (1. 0 mm o 1 h 
tert-^/V (3R) - t'P U i^y- 3 -^f/^/WW- h 0. 22g 
(1. 2 mm o 1 L b y ^JVT ^ y 1 m lfci^x^y 3ml^ v># 

U 0. 3 2 g ©f«t/£#fc D fbtlfcter t-7'f/k {(3 R) - 1 - 

[5- (MJ7;vtP^f/v) try i?y- 2-4)V~\ y W- 3-<i M # 

/ww-b(D*a»o. 3 2 4&fem.fc&m&isG'fzP**'y-ymmB 

ml WU SM^T2B#P«^tfc 0 LT#btlfcft»« 9 

15mg s 3- ( 2 - t c y 7?V/^B7. 3 m g (0. 0 4 9mmol). 
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y yn \f;U^j;VT^-J4 5F1 0 /1 1 (0. 059 mm o 1 h 1 - t F n ^ 
is — 7 —TlF^^y h V 7/^8. Omg (0. 0 5 9mm o 1 ) £ 0 HJ 
xf^J 5; y20/i 1 (0. 14 8 mm o 1 ) v 5 7* ^vMv^ 7 3; K 1 m 1 t 

5 ft^#)6. 6 9mg (0. OUmmol) 

it^|7 N- ((2R) -2 - {[2- (t Kn^^f^) -4- (by 
^-p^^vv) 7cc~/l7] 757} -Z-^^?V^^JV) - 2-7^^/VT±YT 
5 V(D^m (A - 5 5) 

Itl [2-3-K-5- (Fy7;vtP^f^) 7x^3 ^^y-;K7)^ 

10 $ 

2 — 3— F — 4 — (FP7/^n^f;I/) 7— U y 8 . Og (2 7. 9mmo 
1), ^ ^ / -;U5 m 1 fc'it; b !J xf ;V7 5 y 1 Om 1 ^^^fM/VAT5 

F5 0mi^)iu -mikfikmnmnr, ff7^7 (bjj7x^^7^ 

y) 6g (1. 4mmol) %Mz.s 5 0 °CV 5 0 PeOjf# Lfc 0 

15 «£@5feLfcf£, ^fe^W&^llU 2-75 7 -5- (t>!)7/ktn^f 
/V) ^E#^^^K^fe»^#fc 0 f7 t Kn7.7y 2 0 

ml«U l%mTfcmfcTfrS>~pJ*y^V&l. Og (2 6. 3mmo 
1) »x., 2mmmWLtc 0 *lml, 3 0%*Sgfb:M*y !?U§Slml, 
7K3m 1 SrHUfcjbllfcfcgU *fm^^«, «»$tliU [2-75 J- 5- 
20 (f]) 7;VtP^f^) 7^/^] 7^7-/^ffi»£#fc D $H»0. 7 7 
mlcf|J:IMtHJ!>>5 9mg (0. 8 6mmol) SrM^U Mil, 
[2-7 57-5- ( h JJ ^^/-/KDtliO. 
15g (0. 78mmol) Srlfcgfel. 7 2m 1 |CiiLfc^MBifc 0 3 0 
ftMW tf'f 10 % 3 t>fk7J y <7 AxK^ 4 . 6 4 m 1 £ Mx.tc 0 7 0°Cf 3 0 
25 ^»lff#tf:l, ffeic^V^feSL^ #btbfc*I»§r^y 

^•7i-^7^ (5%~7. 5%mm^^/^-fy) ttiitgift 

^•ft96mg (0. 3 2 mm o 1 , 4 0%) £r#fc 0 
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Ig2 t e r t ((1 R) 1- {[(^ce^Ti?^ 

/i/) 7^ / ] 7^/W T'nfcVi/) h©^ 

tert-^^/l^ [ ( 1 R ) -1- (tFn^f^) - 2-^^-/I/ - 7°n 
fcVl'] #/WW— h 4. lg (2 0. 2mmol) Srlfli^f Oml fcft 

•5 M-U h V x-flVT % 1/ 3 . 6ml (26. Zmmol) feitl 1 ^^*^ 
/^oUFl. 7ml (22. 2mmol)rt^, £fi^te^#Lfco*& 

5 g (5. 3 3mmo 1 ) 33 «t WT vMfc^ hVV&O. 42g (6. 4 6mmo 
1) ^^W/^7^K2 0ml}«U 8 0°C-C«Wtfc 0 

io M*tfc^, ^z:t£w«gu i»^#/c 0 m^frf^mmvoho. 4 

»Srt#fc D #btlfcfl»0. 2 0g, 7i^||0. 14g (0. 99m 

15 0. 23g (1. 1 9 mm o 1 k 1 — t K o ^r^^y MJ7 1 zkfRfe 

0. 1 8 g (1. 1 9 mm o 1 ) *3 <fc MJ ^/VT 5^0. 21ml (1. 4 
8mmol) ^Ift^ f 3 m 1 L,- l£iaHf 1# Lfc„ MZ^^ 

t^^V^&IU H*W7^Pvf^77^ (3 5% 
~4 5%Wxf;k/^drfyiMI) ~T;1tSi U *Sft^«J 0 . 26g (0. 

20 8 0 mm o 1 , 8 1%) £r#7c 0 

XfM3 N — ((2R) -2- {[2- (tKn^f/l') -4- (b]J7/^' 
n^^/V) 7^ 75 7} - 3 - ;* f-juzff-/^) -2-7x^TtbT5 

XfM2-e#btL/?. t e r t -^/V (( 1 R) - 2-^fv^- 1 - ([(7i 
25 ^/kTH^/W 7 5 7] 7^/W 7°n t°^) #/WW-h0. 24 g (0. 7 5 
mmo 1) 1: 4 SMft*i ^^tt 5 v^t^t y» 3 m 1 U gi&fc 

T2I^IB«E#Lfc„ ^^0*LT1^7K^b^b y 17AtM«s &J;tM£te 
65 



WO 2005/095327 



PCT/JP2005/006834 



^W&JH*., nm^^^ML, N- C(2R) - 2-75/-3-^f 

)v-f^)V\ - 2~y ^=^;vr^ yr* \t<D%mmo. 2 4 g nbntcu 

M'$J 40mg (0. 1 8 mm o 1 h 1*1 1 T# b fofc [ 2 - 3 - K~ 5 - (b 
JJ 7;l/tn 7^^/^] ^/^45mg (0. 1 5 mm o 1 h P ^ 

5 H;*7 !Ji)A63mg (0. 30mmol) *3 «t T>*^ W Jf JJ 3 — 1 7 /i 1 
(0. 3 0mmol) ^2-^P^7-/Hm 1 «|U 8 Ott?i^»ll 

" t -V&Mft&lto*: 10. 6 m g ( 0 . 0 2 7 mm o 1 , 18%) Sr#fc„ 
IMI8 N- ((2R) -2 - {[2-T^/-4- ( h ^ 7/VtP^f /V) 7 

tPSiSO^ (A- 5 6) 

^JSM7X^2T*#bttfc t e r t -rff-As C(1R) -1- (T^^f 
/V) - 2 - ^ f ;l/7'n tVl'] ^/V/W- f ©fii^ 5 0 m g (0. 2 5 mm o 
1) i tF7 x fe^lM 1 2 t iRltCMt t e r t -^/V 

15 ((1R) -2-y^-^-l- ([(71^7*^) T^7] /Pf 

fifcUm^. l UK- 2-~ fa-4- (MJ7/^p^f;v) ^^>3 
0m 1 (0. 20mmol) *5«fctf&Sfe;& ^A57mg (0. 4 lmmo 1 ) 
20 ^v ? ^f/P^7^F-*Mil2. 2ml(«U 4 OttllWL 

mm^^^t^nm^^immi^ n- ((2r) -3-^^-2- 

{[ 2 h n - 4 - ( I> U 7;utP^ ^/W 757) if^A/) -2 

-7x^7t b7 5 Kc0ft»^#/: o #^fcfi»^^;^5mn: 

1)1 0. lmg (0. 020 mm o 1 , 8 %) £r#7c 0 
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ttm-tz>%^^m%m^^tx\ mmms (a- 5 6)i^u^u. 

{2- (^o'/a fcVl^ J-jv) 7^-5-^17/^0^^} 
7 $ J —)V(D&$L (E-l) 

I® 1 { 2 - (v^ n ~7xi \?}Vt>)Vi£^-jV) ^ 

gc&#^^0. 20 g (0. 9 1mmol) ^Il^ft^^lOmi}: 
t§fi¥U CCtfMJx^r^O. 2 5ml (1. 8 2mmol) jSitf^ 

p7p^y«y|^!)Ko. iig (1. immol) Sran^TSaTfiR- 
0 %~ 3 0 %mm^^/^^n^mm) x»mm u sha^* 0 . 1 0 g 

(0. 3 5mmo 1 ) £#fc„ 
I@2 {2- (V^nynlf/Mf^) r5y-5-HJ7^to^f/W 7 

lH 1 ~C#b*Lfc { 2 - (^p^p tVV^/V^^/k) T 5 / - 5 - hV ytv 
tn^f/^} MWf^O. lOg (0. 35mmolUTHF5mlt: 
?^5¥U OtT7k*ft7/^^7^!if 7^6 6mg (1. 7 4mmol) SrJP 
X.TSItJIW LtCo 7k 0 . 0 6 6 m U 30 h U ? 0 . 

0 6 6ml, *0. 20ml *m&iM%.ft&, #fm#5£Mi^ it?R&«*tU v- 
y *^7^^-7 f-^77^ (3 5%~4 5%^^^^/^^^^^ 
f«) -T?ffiM'fZZ.kX*mm<k&Vl>7. 4m g (0. 0 3 0mmol, 9%) & 

Dl^ fcNfc-f-Sifc* p 'J KSrfllV^S-fc-C, «$I9 (E-l) tuiiat^ 

ili 1 0 1 -7°u 6 - (MJ7/^P^f/V) - 1 , 2, 3, 4--T 

h7t (E-3) 
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3-/o^d/^|^p!)K3. 13ml (3 1. Ommo 1) Uit/N, 
N-^^^7 = !J ^3 . 9 1ml (3 1. Ommol) f- 1/ > 3 0 m 

lfcJgtfPPU 4-MJ7/VtP^W-y>5g (3 1. Ommol) £ 0 °C 

#fc„ ^tbtt/caMfe^^fb^^-^^/Tir b~ f V (2 0/1) <0%^WSk 
1 0 Om U^$?U fcWUktl V !7^ 2. 28 g (4 0. 6mmol) jSWr 
f77*Wy^-!)^^n^K3. 26 g (6. 7 6mmol) ait, S 
fi^«^#l>c D »ifc«:e*Lfc8K ftftl^l^ML, ^D*W7A 
^av>^7 7^-T**t®iL, igfUb^ 4 . 6g (21. 4mmol, 7 
1%) Srfcfco. . 

Ig2 6- ( h JJ ~7 JVJrn *^)V) - l, 2, 3, 4-7b7t.Kn^;y^ 
- 4 

1- [4- (MJ7/VtP>f^) T-VJ-W- 2-tV2. 3g 

(10. 7mmol)£l, 2-^Pni^2 0ml|l||U hU7/^ 
p ^ * y|lml Q> 0 CXm7Ls 3 O^P^fiTif^ bfc 0 f 

2mlSriD^fc«, ^^V«U $ 
biifct!!*Srs^-/HOml|:*i!¥'U 7K«*'7Sf7- h !7 17 A o . 8 1 
g (2 1. 4mmo 1) 4B#rM#L7i D Lfc^ i/VX? 

;^7A^P-7b^77^-tltIt, ffl^O. 3 5g (1. 6 mm o 1 , 
1 5%) £#7t 0 

Ig3 1 -r7°n tr/i/- 6 - ( b 1J :7/v^-n.7<^/w) -1,2, 3, 4-rf-7 

t Kn^y y a -st—/u(Dftf& 

XS2-C#b*lfc6- (M)7/Vtn^f;V) -1, 2, 3, 4-T-bytK 
P^r/!jy-4-^30mg (0. 1 4 mm o 1 ) ^W^^=fV^1va.\\Z. 
ttl, 7Pt°;W7tKl6mg (0. 2 8 mm o 1 k B^Sft 2 0 n 1 *3_«t 
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WKmit^^m h ] JT^ h^i^T MJ^A59mg (0. 2 8 mmo l ) &JH*.> 
7>f-^#L, MJ7/^nii^0. (v/v), 7ki7tb = 

l«^rli«lilLTSM^^#) 1 0. 4m g (0. 0 4mmol, 29%) 

»5WtF^lv^rK% »mo (e-3) ^itat^i 

10 fc„ 

lllll' N- [(1R) -2-^^-1- (^/^v^^M-) 7nt° 
/V] -4- (bU7/l/tn^f;V) T^y^©^jt (H-l) 

Hite^j2xei-c#e>tLfc'ft:^ife (2R) -3-^^ -2 - {[4- (h 

U7;l/tt3^f/l/) 7i ^^^-1-^--/^ (50mg, 0. 

15 2 0 1 mm o 1), 7x.J—jV (I9mg) *3 J: t> s h y 7 j y (6 

3mg) ^h7tFB77^ (1ml) U 0 °C Lfc^T / v 5 * 

/^yS^ y~7°n t 0 ^ (0. 13ml) SrjftTLfco 5 0 °C^HM# bfcfl, 

fb^^H-2^, ^Jfe^ijl 1 (H-l) fcfcl^ 7 * — /HBftt? 9 ^ 

20 j£i"5T7i'3-/i'SrfflV^r £T\ IHJSM 1 1 (H- 1 ) i Lt^lfc, 

»12 N- {(1R) -1- [Hy^Vt^^) ^ f-^] - 2-^^/^y 

nfcVW -4- (fp7;l/tn^f^/) 7= I? (H-3) 

**-ft^ MJ >7 A (L Omg) S3 «fc ($m MM 2 Ig 1 -e#btL/r.{b^tl ( 2 

R) -3-^^/1^-2- {[.4- (f!J7/^P^f/V) 7x^/H 7^7} 7* 

25 ^^-l-^--/V '(3 Omg) *^f^*M7 5 Klmll^U ^ 

X^<y*JjV7*xi UMO . 0 5 2ml) Mx.7c D 5 0 °C"? 3 H#fM# LfcfJK 

»14XSA-ei»«U"*ffi^ft3 7. 5mg&#fc 0 
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H - 5 Ji, 1 2(H-3)^&l^T > ^^p; K© 

13 N — { ( 1 R ) — 2 1 - [(2-7^-/1^ b=3rv/) ^ f- 
5 /k] :/P t°/W -4- ( f 'J 7 jVXu t^f-tV) T^V^(D&f& (H-6) 

^ii#ij2Xfii-e#fenfc^^t) (2R) -3-^^-2- {[4- (by 

7i^]7^/} ^y-l-^/V ( 5 0 m g , 0. 2 
Olmmo 1), 7^.% pU' (0. 2.2ml, 2. 01 mm o 1 ) *5 

it>«I©7 byy^^7^^^^A^7K«^^-<^if^l m 1 *5ct 5 
10 0 "/ojfcS&ft^ MJ ^A7Ki«lml<D^«^»P^, 5 0 ; C-e2 0»Lfc Q 

H»J,14 {fc^ H-7(Z)^ 

. Hffi$iixfiiTD-^y y<z){tfc!)ic^pp^^v^v\ ^v^tH^iI 

2 X© 1 £ IU8*©&fe&fT 5 r t T'#$ L/c 0 
15 |||15 ft^A-6 2~A-2 19©^ 

mmM2i:u2\z&^x7 ^^^mm<Dftib*)te, Mmtz*^^*® 

V^5^i:T^ »J2 (A-l) tl^#^LT^Lfe 0 
»A- 2 2 0~A- 2 2 4« 
20 «M4^*5V^T, gcS^^f^ 1 ?^ 
»|4(A-4 7)iR^^LT^tfc 0 
Ilf! 1 7 ^tJA- 2 2 5 <D^$ 

«M7XfM3 fc*5V^T, [2-3- K- 5- (Mj7/^P/f^) 7^ 

jV\ ; —;v(D{Xt) "9 M> 3 — T/^T 5/^ ^/v- 4-a- F-<yy b V 

25 K&fflV^iltT, ^W!l7(A-5 5 ) £ Haftfc LT^ tfc c 

1 8 ft£*B - 9 ~ B - 1 2 

^iiM6^*3V^T, 3- ( 2 - t° y v 5 /!-) V /Ism^ttfrVte, *Jj£-f 3# 
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mMMl9 fc&W C-44-C-5 90 

li^ij 3 T.fl 2 (clfcV^T^^^/^T ^ XDitfrV It, *fj^i~5T ^ ^^rilV^ - t 
5 T\ ^»J3 (C-40) tlHil^bT^^Lfc 

Mil (l -- f y^ntvu^y ^x- 4-^) B^Mfeo-^fife 

6g (3. 8 2mmol) Srfift^fl/y20 
mlC§»U TthVlml, MO. 2 6m 1 *5 m^^MJTt 
h^r^tM) 2 1 g (5. 7 3mmo 1 ) SrflP&Tg Ufc 0 

^0|2 [4- (^7^-1-^) \?}) i?y- 3-4 sp]* ? & 

15 4-^np-3-t Kp^'>^ ^/I/t°U v 5 ^ (J. Med. Chem., 49 
(13), 2832-2840, (2 0 0 2)) 1 4 3mg ( 1 mm o 1 h 1- 
t^7^18 6mg ( 1 mm o 1 ) *3 «t V 
h y xf^r >yiml (7 mm o 1 ) £r^* / —JV 3 m 1 U * 

*WWK 1 3 0°C^M#Ltc o flSiKSr9*Lfc«, OTa^v^&su 

lfci£#U 2B#«#Lfc D ^jSCSrS^U *«fb^*Sr#fc» tt^iic 

-2 2, C-3 7E>£$K#V^;: 0 

#$$13 4- (t°P y v 1 ^- 1 f 7i^;^|©^ 

Igl 4- (t°P y 1 -^/H 

25 4-T^77i^fti/f^0. 4g (2. 4 mm o 1 ) N 1, 4 - v^n 

^^0. 29ml (2. 4mmo 1 ) *3.fc tf&gtfr ^7^0. 3 4 g (2. 

6 mm o 1 ) f/MwVA7 U*3 0ml \zMM U 8 0 C CT^«W Lfc. 
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-T?»SLT£®fb'£*&0. 13g (0. 59mmol) 
5 3g (0. 5 9mmol) ^7^7t Kp77^1. 2ml 1 MtK^ 

fh y ^ ? Ajkmm 1 . 2 m 1 5 bfc„ 1 m&mtymymm 1 . 
10 KTF-rftwxfc, ##^m^s^ti^L7c 0 
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mi 





CAS No. 








6941-28-2 


Kishor R Nivalkarb, Synthetic ! 
Communication. 26(19), 3535-3542, 
(1996) 


A-21 




162046-56-2 


Sagib, Journal of Medicinal 
Chemistry, 46, 1845-1857, (2003) 


A-26 




80028-43-9 


R Montgomery^, Journal of 
Chemical Society, 1948, 237-242, 
(1 948) 


A-29 




209960-90-7 


W09828269 


C-8 




63921-23-3 


Viktor Hahnb, Chemische 
Berichte, 74, 1658-1660, (1941) 


C-18 



5 



73 



WO 2005/095327 



PCT/JP2005/006834 



^2-1 









A-1 


n 8 h 

H ^ l^^cF 
TFA »_ F 


MS(ESI) m/z 365(M+H)+ 


A-2 


2TFA PF 
F 


MS(ESI) m/z 346(M+H)+ 


A-3 


2TFA 


MS(ESI)m/z318(M+H)+ 


A-4 


' 2TFA ^ jT"F 


MS(ESI) m/z 404(M+H)+ 


A-5 


" 2TFA p r 


MS(ESI) m/z418(M+H)+ 


A-6 




MS(ESI) m/z 473(M+H)+ 


A-7 


F 


MS(ESI) m/z 366(M+H)+ 


A-8 


2TFA T-F 
F 


1H-NMR(300MHz, DMSO-d6) 6=0.85- 
0.95(6H, m), 1.80-1 .90(1 H, m), 3.10- 
3.30C3H, m), 3.36(1 H, m), 4.02(2H, s), 
6.72(2H, d, J=8.7Hz), 7.29(2H, d, J=8.7), 
7.84-7.94(2H, m), 8.45(1 H, t, J=8.1Hz), 
8.63(1 H, m), 8.81(1 H, d, J=5.1Hz). 
MS(ESI) m/z 366(M+H)+ 
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^2-2 



A-9 


2TFA 2 ' ^ yF 


MS(ESI) m/z 380(M+H)+ 


A-10 


2TFA y F 


MS(ESI) m/z 394(M+H)+ 


A-11 


OH H ^-^-^F 
TFA V"F 


MS(ESI)m/z381(M+H)+ j 


A-12 


^2TFA F F 


MS(ESI) m/z418(M+H)+ 


A-13 




MS(ESI) m/z 378(M+H)+ 


A-14 


2TFA F 


1H-NMR(300MHz, DMSO-d6) 5=0.82- 
0.95(6H, m), 1.40-1.55(2H, m), 1.65- 
1.85(3H, m), 2.40-2.50(1 H, m), 3.20- 
3.20(5H, m), 3.36(1 H, m), 4.10-4.1 7(2H, m), 
6.72(2H, d, J=8.7Hz), 7.14(2H, d, J=7.5Hz), 
7.29(2H, d, J=8.7) r 8.02(1 H, m), 8.18(2H, 
m). MS(ESI) m/z 435(M+H)+ 


A-15 


NH, H A ^k<-F 
2TFA V s " F 


MS(ESI) m/z 346(M+H)+ 


A-16 




MS(ESI)m/z 391(M+H)+ 


A-17 


NH 2 H ^^^^F 
2TFA p F 


MS(ESI)m/z318(M+H)+ 
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^2-3 



A-18 


2TFA jJF 


MS(ESI)m/z 334(M+H)+ 


A-19 


\\ H 
l!^J H ^ LA^F 
TFA p F 


MS(ESI)m/z 351(M+H)+ 


A-20 


TFA " ^ UyF 


MS(ESI)m/z 401(M+H)+ 


A-21 


2TFA Tf 


MS(ESI) m/z 422(M+H)+ 


A-22 


• 2TFA " J< UyF 


MS(ESI)m/z 414(M+H)+ 


A-23 


o • H 

1 2TFA ' F 


MS(ESI) m/z 400(M+H)+ 


A-24 


F 


MS(ESI) m/z 483(M+H)+ 


A-25 


2TFA Tf 


MS(ESI) m/z 384(M+H)+ 


A-26 


2TFA p F 


MS(ESI) m/z 450(M+H)+ 
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0:2-4 



A-27 


o H 

2TFA p 


MS(ESI) m/z 358(M+-H)+ 


A-28 




MS(ESI) m/z 448(M+H)+ 


A-29 




MS(ESI) m/z 443(M+H)+ 


A-30 


U TFA F ' 


MS(ESI)m/z441(M+H)+ 


A-31 


TFA fF 


MS(ESI) m/z 365(M+H)+ 


A-32 




MSCESD m/z 366(M+H)+ 


A-33 


o H 

^ 2TFA ■ 


MS(ESI) m/z 435(M+H)+ 


A-34 


»Kx/« X8 xXf 

2TFA |T F 


MS(ESI) m/z 423(M+H)+ 


A-35 


2TFA " 


MS(ESI) m/z 366(M+H)+ 
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^2-5 



A-36 


II^J H j. F 
TFA 


MS(ESI) m/z 375(M+H)+ 


A-37 


2TFA H p 


MS(ESI) m/z 364(M+H)+ 


A-38 


N-^ 2TFA 


MS(ESI) m/z 433(M+H)+ 


A-39 


TFA H F 


1H-NMR(300MHz,CDCI3) 5=1.70- 
1.77C2H. m), 1.93-1 .97(2H, m), 3.02- 
3.17C2H, m), 3.32-3.38(1 H, m), 3.46- 
3.54(1 H, m), 3.57(2H, s), 3.93-3.99(1 H, m), 
5.50(1 H, br), 6.70(2H, d, J=8.8Hz), 7.17- 
7.20(2H, m), 7.29-7.37(3H, m), 7.42(2H, d, 
J=8.8Hz). MS(ESI) m/z 363(M+H)+ 


A-40 


Oui n PxXf 

TFA H . T F 


MS(ESI) m/z 363(M+H)+ 


A-41 


2TFA H F 


MS(ESI) m/z 402(M+H)+ 


A-42 


U H TFA T F 


MS(ESI) m/z 355(M+H)+ 


A-43 


TFA B jfF 


MS(ESI) m/z 399(M+H)+ 


A-44 




MS(ESI) m/z 377(M+H)+ 
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^2-6 



A-45 


f^H 0 H 

2TFA r-F 


MS(ESl) m/z 378(M+H)+ 


A-46 


2TFA F 


MS(ESI) m/z 447(M+H)+ 


A-47 


TFA yF 


1H-NMR(300MHz, DMS0-d6) 5=0.85- 
0.95(6H, m), 1.50-1. 63(1 H, m), 1.76- 
1.90(2H, m), 3.1 0-3.25(1 H, m), 3:30- 
3.40(2H, m), 6.68(2H, d. J=8.4Hz), 7.29(2H. 
d, J=8.4), 7.39-7 .52(3H, m), 7.79(2H, dd, 
J=8.1, 1.2Hz), 8.41(1H, m). MS(ESI) m/z 
365(M+H)+ 


A-48 


2TFA 0 ^ ^ScF 


MS(ESI) m/z 449(M+H)+ 


A-49 


2TFA ° A 

F 


MS(ESI)m/z 416(M+H)+ 


A-50 


t! t! 


MS(ESI) m/z 385(M+H)+ 


A-51 


H 2TFA jT F 


MS(ESI) m/z 418(M+H)+ 


A-52 


2TFA l^F 


MS(ESI)m/z 414(M+H)+ 


A-53 


0 0 ^l^L^F 

tfa j5f 


MS(ESI) m/z 401(M+H)+ 
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^2-7 



A-54 


H H 

2TFA 


1H-NMR(300MHz, DMS0-d6) <5=0.78- 
0.85C6H, m), 1 .36-1 .50(2H, m). 1.58- 
1.70(2H, m), 1.70-1 .82(1 H, m), 1.90- 
1.95(2H, m), 2.90-3.00(1 H, m), 3.05- 
3.30(7H, m), 6.45(2H, d, J=8.7), 6.58(2H, d, 
J=8.7Hz), 7.02(2H, d, J=8.7Hz), 7.24(2H, d, 
J=8.7Hz), 7.77(1 H, m). MS(ESI) m/z 
448(M+H)+ 


A-55 




1H-NMR(300MHz,CDCI3) 5=0.93- 
1.02(6H, m), 1.22(1H, d, J=7.0Hz), 3.18- 
3.27(1 H, m). 3.40-3.57(4H, m), 4.46(1 H, d, 
J=12.5Hz), 4.60(1 H, d, J=12.5Hz), 5.54(1 H, 
brs), 6.62(1 H, d, J=8.6Hz), 6.94-6.97(2H, 
m), 7.15-7.22(3H, m), 7.25(1 H, d, J=8.6Hz), 
7.37(1 H, d, J=8.6Hz). MS(ESI) m/z 
395(M+H)+ 


A-56 


F 


MS(ESI) m/z 380(M+H)+ 


A-57 


« 2TFA F F 


MS(ESI) m/z 448(M+H)+ 


A-58 


2TFA H ^^Cjf 


1H-NMR(300MHz, DMSO-d6) (5=0.83- 
0.93(6H, m), 1.80-1. 90(1 H, m), 3.00- 
3.80(5H, m), 6.66(1 H, d, J=9.0Hz), 6.84- 
7.04(6H, m), 7.29(1 H, d, J=9.0Hz), 7.41(1 H, 
d, J=9.0Hz), 7.80(1H, m). MS(ESI) m/z 
419(M+H)+ 


A-59 




MS(ESI) m/z 381(M+H)+ 


A-60 


H 2TFA f 


MS(ESI) m/z 448(M+H)+ 


A-61 


H0 2TFA 


MS(ESI) m/z 425(M+H)+ 
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f 2-8 



B-1 




MS(ESI) m/z 349(M+H)+ 


B-2 


CI 

O H 
2TFA ^Y p F 


MS(ESI)m/z 419(M+H)+ 


B-3 


TFA 


1H-NMR(300MHz,CDCI3) 5=1.50- 
1.83(4H, m), 3.06(1 H, dd, J=6.5Hz, 
J=12.6Hz), 3.17(2H, t, J=5.4Hz), 3.36(1 H, 
dd, J=3.2Hz, J=12.6Hz), 3.57(2H, s), 4.07- 
4.1 6(1 H, m), 5.64(1 H, br), 6.84(2H, d, 
J=8.9Hz), 7.19-7.2K2H, m), 7.27-7.34(3H, 
m), 7.44(2H, d, J=8.9Hz). MS(ESI) m/z 
363(M+H)+' 


B-4 


2TFA P F 


MS(ESI) m/z 356(M+H)+ 


B-5 


2TFA 


MS(ESI) m/z 302(M+H)+ 


B-6 


2TFA p F 


MS(ESI) m/z 364(M+H)+ 


B-7 


N-s^ 2TFA F 


MS(ESI) m/z 433(M+H)+ 


B-8 




MS(ESI) m/z 363(M+H)+ 
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^2-9 



C-1 


TFA J< F 
F 


MS(ESI) m/z 365(M+H)+ 


C-2 


n'^J 2TFA f. f 


MS(ESI) m/z 435(M+H)+ 


C-3 


2TFA F F 


MS(ESI) m/z 404(M+H)+ 


C-4 


TFA p F 


1 H-NMR(300MHz, DMSO-d6) S=0.83(3H, 
d, J=6.9Hz), 0.90(3H, d, J=6.9Hz), 1.90- 
1.95(1 H, m), 2.60-2.7CX2H, m), 3.25- 
3.30(2H, m), 3.49(1 H, d, J=7.5Hz), 6.66(2H, 
d, J=8.7), 7.13(2H, d, J=8.7Hz), 7.23C2H, d, 
J=8.7Hz), 7.32(2H, d, J=8.7Hz), 8.01 <1H, 
m). MS(ESI) m/z 399M+H)+ 


C-5 


B H 

TFA ^F 


1H-NMR(300MHz, DMSO-d6) 5=0.83- 
0.99(6H, m), 1.55-1 .65(2H, m), 1.90- 
2.00(1 H, m), 2.40-2.50(2H, m), 3.00- 
3.10(2H, m), 3.54(2H, d, J=7.8Hz), 6.73(2H, 
d, J=8.7), 7.08(2H, d, J=6.6Hz), 7.23C2H, d, 
J=6.6Hz), 7.33(2H, d, J=8.7Hz), 8.07C1H, 
m). MS(ESI) m/z 379M+H)+ 


C-6 


r^l 0 h 

H ul* 

2TFA 1< F 
F h 


1H-NMR(300MHz, DMSO-d6) <5=0.80(3H, 
d, J=6.6Hz), 0.87(3H, d, J=6.6Hz), 1.86- 
1.96(1 H, m), 2.89(2H, t, J=6.3Hz), 2.95- 
3.1 0(1 H, m), 3.35-3.55(3H, m), 6.64(2H, d, 
J=8.7), 7.31 (2H, d, J=8.7Hz), 7.77(1 H, m), 
8.1 6(1 H, m), 8.23(1 H, d, J=7.2Hz), 8.69(1 H, 
in;, H./oUM, s). N\i>\c.oi) m/z obolvI+nJ+ 


C-7 


2TFA H ULf 


MS(ESI) m/z 449(M+H)+ 


C-8 


OOy f o h 


MS(ESI) m/z 509(M+H)+ 



82 



-WO 2005/095327 



PCT/JP2005/006834 



i2-10 



C-9 


TFA I F F 


MS(ESD m/z 446(M+H)+ 


C-10 


TFA H ^ 

F F 


MS(ESI) m/z 399(M+H)+ 


C-11 


H i ■ 1 J, F 
2TFA /\ \^\< F 


MS(ESI) m/z 434(M+H)+ 


C-12 


" aUvf 

2TFA h F 

; F 


1 H-NMR(300MHz, DMSO-d6) <5=0.84(3H, 
d, J=6.9Hz), 0.90(3H, d, J=6.9Hz), 1.90- 
2.00(1 H, m), 2.70-2.80(2H, m), 3.35- 
3.45C2H, m), 3.48(1 H, m), 6.66(2H, d, 
J=7.8Hz), 7.33(4H, m), 8.20(1 H, m), 
8.95(1 H, s). MS(ESI) m/z 355(M+H)+ 


C-13 


o H 

2TFA F 


MS(ESI) m/z 372(M+H)+ 


0-14 


- F f F 


MS(ESI) m/z 556(M+H)+ 


C-15 


F 


1H-NMR(300MHz, DMSO-d6) 5=0.65(3H, 
d, J=6.6Hz), 0.80(3H, d, J=6.6Hz), 1.83(1H, 
m), 3.20-3.35(2H, m), 3.45-3.60(4H, m), 
4.63(1 H, m), 6.26(1 H, d, J=8.1Hz), 6.67(2H, 
d, J=7.8Hz), 7.20-7.30(4H, m), 7.45- 
7.60(2H, m), 7.73(1 H, m), 7.89(1 H, d, 
J=6.9Hz), 8.03(1 H, d, J=7.8Hz), 8.54(1 H, 
m). MS(ESI) m/z 473(M+H)+ 


C-16 


H A Uv 

F F 


MS(ESI)m/z 414(M+H)+ 
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i2-i i 



C-17 


o H 

TFA F F 


MS(ESI) m/z 329(M+H)+ 


C-18 


2TFA ^ ■ 


MS(ESI) m/z 420(M+H)+ 


C-19 


o H 

(X™ ^ p 


MS(ESI) m/z 406(M+H)+ 


G-20 


TFA °" ^ IL A< 
F 


1H-NMR(300MHz, CDCI3) 5=0.95- 
1.05(6H, m), 2.30-2.40(1 H, m), 2.95- 
3.1 0(1 H, m), 3.35-3.45(1 H, m), 3.60- 
3.80(2H, m), 4.20(1 H, m), 4.80(1 H, m), 
6.60(2H, d, J=8.8Hz), 6.82(1 H, m), 7.20- 
7.35(4H, m), 7.43(2H, d, J=8.8Hz). 
MS(ESI) m/z 381(M+H)+ 


C-21 


I B 

TFA 


MS(ESI) m/z 422(M+H)+ 


C-22 


N ^ 2TFA F 


MS(ESI) m/z 437(M+H)+ 


C-23 


V^-N 2TFA F 


MS(ESI) m/z 408(M+H)+ 


C-24 


TFA 0 F 


MS(ESI) m/z 433(M+H)+ 


C-25 


m O xtXs 

TFA F 


MS(ESI) m/z 345(M+H)+ 
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|2-12 



C-26 


0 H ^ ^^-< F 
TFA jj/T 


MS(ESI) m/z 319(M-HH)+ 


C-27 


I jj H 

H A U^f 

2TFA > F 


MS(ESI) m/z 332(M-+H)+ 


C-28 


CI^TFA 


MS(ESI) m/z 455(Mh-H)+ 


C-29 




1 n l\MK^oUUlvinz t L-^UOlo^ O -U.yoion, a, 
J=6.9Hz), 1.0K3H, d,J=6.9Hz), 2.33(1 H, 
m), 2.67(2H, m), 3.42(1 H, m), 3.58(2H, m), 
4.1 5(1 H, m), 5.24(1 H, m), 6.47(1 H, m), 
6.57(2H, d, J=8.7Hz>, 6.65(2H, d, J=9.0Hz), 
6.86(2H, d, J=8.7Hz> 7.42(2H, d, J=9.0Hz). 
MS(ESI) m/z 381 (M-HH)+ 


G-30 


' 2TFA F F 


MS(ESI) m/z 372(M-»-H)+ 


C-31 


Ou^u 

TFA ^ ^*|<f 
F 


MS(ESI) m/z 379(M-+H)+ 


C-32 


2TFA ^F 


MS(ESI) m/z 420(M-HH)+ 


C-33 


2TFA p F 


MS(ESI) m/z 358(A/I+H)+ 


C-34 


OuStX, 

TFA H F F 


MS(ESI) m/z 363(VH-H)+ 
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S2-13 



C-35 


i F 
ZTFA 


MS(ESI) m/z 404(M+H)+ 


G-36 


2TFA H 0 >F 


MS(ESI) m/z 402(M+H)4 


C-37 


cu ■ 

^oh ) i ^i 

^ 2TFA 


MS(ESI) m/z 435(M+H)+ 


G-38 


J H 

TFA ^^^F 


MS(ESI) m/z 411(M+H)+ 


C-39 


TFA ^ fF 


MS(ESI) m/z 377(M+H)+ 


C-40 


Ml H • H 
TFA 0 A. UyF 


1H-NMR(300MHz, DMSO-d6) S=0.86(3H, 
t, J=6.9Hz), 0.90(3H, d, J=6.9Hz), 1.75- 
1.85(1 H, m), 2.20-Z.40(2H, m). 3.75(1 H, m), 
4.21 (2H, t, J=6.0Hz), 6.1 0(1 H, wn), 6.69(2H, 
d, J=8.7Hz), 7.10-7 .20(5H, m), 7.31 (2H, d, 
J=8.7Hz), 8.28(1 H, m). MS(ESI) m/z 
365(M+H)+ 


C-41 


2TFA ° A 


MS(ESI) m/z 366(M+H)+ 


G-42 


TFA p 


MS(ESI) m/z 379(M+H)+ 


C-43 


2TFA pF 


MS(ESI) m/z 380(M+H)+ 
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E-1 


^OH 


1H-NMR(300MHz, DMSO-d6) S=0.22(2H, 
m), 0.45(2H, m), 1 .05-1.1 0(1 H, m), 2.30(21-1, 
t, J=6.3Hz), 4.43(2H, d, J=5.7Hz), 5.29(1 H, 
t, J=5.7Hz), 5.68(1 H, m), 6.67(1 H, d, 
J=9.6Hz), 7.34-7.40(2H, m). MS(ESI) m/z 
246(M+H)+ 


E-2 




1H-NMR(300MHz, CDCI3) <5=1.31(3H, t, 
J=6.9Hz), 3.22(2H, q, J=6.9Hz), 4.66(2H, 
s), 6.65(1 H, d, J=8.4Hz), 7.27(1 H, d, 
J=2.4Hz), 7.44(1 H, dd, J=8.4, 2.4Hz). 
MS(ESI) m/z 220(M+H)+ 


E-3 


F 


1H-NMR(300MHz, DMSO-d6) S=0.89(3H, 
t, J=7.2Hz), 1.48-1.58(2H, m}, 1.8K2H, q, 
J=7.2Hz), 3.10-3.40(4H, m), -4.53(1 H, q, 
J=4.5Hz), 5.27(1 H, d, J=4.8Hz), 6.65(1 H, d, 
J=8.4Hz), 7.28(1 H, dd, J=8.7, 2.4Hz), 
7.36(1 H, d, J=2.4Hz). MS(E SI) m/z 
260(M+H)+ 


E-4 




1H-NMR(300MHz, DMSO-d6) <5=0.90(3H, 
t, J=7.2Hz), 1.25-1.47(2H, rrO, 1.63- 
1.53(2H, m), 3.20-3.40(4H, m), 4.53(1 H, q, 
J=4.8Hz), 5.26(1 H, d, J=5.4Hz), 6.65(1 H, d, 
J=9.0Hz), 7.28(1 H, dd, J=8.7, 2.1Hz), 
7.37(1 H, d, J=2.1 Hz). MS(E SI) m/z 
274(M+H)+ 


E-5 


^% 


1H-NMR(300MHz, DMSO-d6) 5=1.78- 
1.83(4H, m), 2.62(2H, t, J=7.2Hz), 3.20- 
3.40(4H, m), 4.52(1 H, m), 5.26(1 H, d, 
J=4.8Hz), 6.59(1 H, d, J=9.0H!z), 7.16- 
7.33(6H, m), 7.37(1 H, s). MS(ESI) m/z 
336(M+H)+ 


E-6 


rr" 


In IMIVlKVOUUIVlrlZ, LiULrloJ CJ—l.\ i\.or\,z, 

J=6.9Hz), 1.8K1H, brs), 3.16—3.24(1 H, m), 
3.39(2H, q, J=6.9Hz), 3.42-3.58(1 H, m), 
4.74(1 H, brs), 6.64(1 H, d, J=8.4Hz), 
7.36(1 H, dd, J=8.4, 1.8Hz), 7.43(1 H, d, 
J=1.8Hz). MS(ESI) m/z 246(M+H)+ 



[M+H]+«Kft^-nf (ms (Esi)) <Dmwmx-h% 0 
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^2-18 





W1 


[M+H]+ 


A- 134 




441 


A- 135 




441 


A- 136 


q 


419 


A- 137 




433 


A- 138 




436 


A- 139 


Xj NH 2 


439 


A- 140 




431 


A-141 


p 


449 


A- 142 




485 


A-143 




471 


A- 144 


HN^ 1 n x 


421 


A- 145 


HO 


421 





W1 


[M+H]+ 


A-146 




409 


A-147 


p 

HO 


360 


A-148 




407 


A-149 


OH 


449 


A-150 


HO 


449 


A- 151 


\ 


463 


A-152 


— 0 


463 


A- 153 




485 


A-154 


0 

M 


408 


A-155 




424 


A-156 


0 


436 


A-157 


"Ax. 


436 
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^2-25 





W1 


W2 


[M+H]+ 


A-214 


rr x ' 


X 2 


414 


A-215 






449 


A-216 


H 


X 2 


418 


A-217 




x 2 


423 


A-218 




x 2 


422 


A-219 


HN / | 

V=\ NH 2 


x 2 


447 


S2-26 




H H 

F 




W1 


[M+H]+ 


A-220 




379 


A-221 




380 


A-222 




422 


A-223 




422 


A-224 


yen 


422 
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W1 


[M+H]+ 


A-225 




422 



S2-28 






W1 


[M+H]+ 


B-9 




351 


B-10 


A-~y"*>. 

0 


350 


B-11 


H 

f T ¥ x i 
KJ o 


351 


B-12 


0 


420 
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^2-30 




H-1 


W1 

a, 


W2 

A 


[M+H]+ 
324 


H-2 


OCX Xi 


A 


375 


H-3 




A 


338 


H-4 






368 


H-5 




x 2 


372 


H-6 




A 


352 


H-7 


HX, 


(!) 


260 



t (|§m*5J:t>*l*M^An g e rmann©^. 

(A. Angermann et a 1 . , Eur. J. Biochem., 2 0 
6, 225-233 (1992)) Sr#%fc:fTo7c 0 fc Mf¥BB# ]J ^ 

(D. Fukuchima et a 1 , Biochemistr 
y , 24, 8037-8043 (1985)) (DC ^MlJ^ 6 HI© H i s t i 
d i n eSr#JnLfc3t^Sr^U /^^P^/^-Mtt (S f 2 1) 
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5/WV-^7A (Ni-NTA, drTyvtt) ffiM, TPCKhy^V 

? l/j y%Ufc) %T '^yy (0. 2MNaCl > 0. 0 2 % T w e 

en20, fcitFO. 1%PEG6000 tf 10 0 mM b U * -S^ffff 
5 S (pH8. 4)) T\ 0. 0 6 2 5 ^ g/mLtiiLf^SlOOwLiC, 
I Wwllg til LfcM^ftOT y t ^ y 7 7 - (2%DMSO^t) » 
JR5 0 ju L&flnfcS 7°C^1 O^Mi' >-^-<- h Lfc 0 &^T\ D-^U/W- 
L - P - L - p - ^ f n T = !) KSSi (BACHEM A 

G) £7 T-ilLfe4mM©il5 0 M L&jbH*., KftftSrSI 

10 £U ^JS^S^^^fc 0 Wffifl^fc^ttfrD I^DMSOli5 0 /i L&Jn&fc 
-^(D^nly Y V—;Vh Lfc 0 W%i&<Dmfcfes Benchmark Plus 
Mi crop I ate Reader (BIO RAD) SrfflV\ 4 0 5 nm© 
»£fc*3l>T 6 0 9 0 ^KSIttfc, l¥«#tlte^PB#(D?§t4«^ 

15 »it**«) (p ic 50 tmi-)s mmmmmt) v ? ^4 ^mmmommt l 
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pIC50 


1 Li E3 IVJ TfcT *3 


pIC50 


A-1 




A— 48 


— rii — 


— a~I — 


T^KO 


A— 49 






TKO 


^ c? 


ROT 


AS 


-ion 




RDQ 


Afi 


Til 


TTZko 


fiftO 




AT 


7 07 


a-kk 




AO 


7.04 


A 


T^n 


AO 


6.99 


A C7 


taa 


Airi 


6.84 


A CQ 


TOI 


All 


6.80 


A 


TOO 


T~TS 

A-12 


6.79 


a an 


ROT 

cio 




6.75 


DO 




A~14 




C 40 


719 


A-15 


6.74 


G-41 


6.52 


A-16 


6.58 


C-42 


6.89 


A-17 


6.53 


C-43 


7.04 


A-18 


6.51 


E-2 


6.95 


A-39 


7.38 


E-3 


6.61 


A-40 


6.61 


E-4 


6.59 


A-41 


6.68 


E-6 


6.60 


A-47 


6.68 





MM! 2 iiy-f^y^rVwt^lyM 

PftH9-f ^:y^'^7VWi> Kuropean Journal of Pha 
5 rmacology 352, 47-52 (1998) ©:*rifclz:!fl CTfTo fc„ 
i-fefcfe, ICR^iftv!)^ ((«£) B#^r-/K* U 0. 5 (w 

/v) % f7^y b=JAi§?RTBW©«is^^s j; o \mm.Ltcwmit^(o 

[H§c£L7c 0 W««I©^fc5tO. 5 (w/v) %f7^^f^ (T 
G) iI^5mL/k g^gPfi!-4UfcfifrS:3^bB— /vi U7t 0 JUtl* 
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*ti*tn?<o. 0 5^it?p<o. o 1 x»nft¥mz.ftmts:Wrfrfcs **5,fctf 

5 S4 







Wf« (%) 


(0. 5 (w/v) %TGI 

m 




0 ± 8.0 




3mg/k g 


58. 7± 7.0** 


1 Omg/kg 


5 8. 7± 5.8** 


3 Omg/kg 


64, 9+ 8.3** 




3mg/k g 


3 3. 7±1 0. 1 * 


1 Omg/kg 


5 2. 7 ± 7 . 5 * * 


3 Omg/kg 


6 3. 5± 6.6** 




1 Omg/kg 


64. 1 ± 1 0. 8** 



3 d s s mxm&^f mmm 

7**rX b y^mM-t b ] ) *>J* (D S S) ^yf^TVWi, Gastroen 
10 terology 9 8, 6 9 4- 7 0 2 (1 9 9 0) fcit/Cy t o k i n e 
1 1, 890-896 (1998) ©#jfe«r— MKLTfjofco 
CBAW+:'/t>^ ((ft) H*^-Y— /^*y^~) Hl % 5 (w/v) %DS S 

(Sigmati, MW 5 , 0 0 0) ^£-£SBWg £ £T'I!§& 

ffllrc 0 MiflS^fctt, 0. 5 (w/v) % f7^yf^ (TG) 
15 TBW^*ftfc** i5«bfc^5mL/k g^ifePfi!#Lfc 0 §IJ^B# 

-&4fc©fU>!> £0. 5 (w/v) % T 5 m L / k g t'l P t^- IfcW 

o % t Lit k% (Dmmx*m Ltc 0 itmm^t^m(DD s s^m^x^w 
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Mxh^y^^^yr try ^£gq^Lfc#^o^£^i- 0 7*-*f± N ¥ 

LT^tl^tb P < 0 . 0 5*5. ( fctfP< 0. 0 1 ^«Sf^l$K::£IcftS§ 

5 t5 



mm 


&#* 


*M3 (%) 


' (%) 






10 0. 0 ± 1 . 3 


100. 0+ 2.8 


(0.5(w/v)«T6*«) 




7 2. 4 ± 1 . 1 


146. 3+ 4.2 




1 Omg/k g 


8 5. 2±2. 4** 


117. 5+ 5.1** 


3 Omg/k g 


8 7. 9±2. 0** 


110.7+ 4.1** 


ib-a-feA- 8 


1 Omg/k g 


8 0. 4 ± 1 . 8 ** 


13 0. 5± 5.28** 




2 0 Omg/k g 


7 8. 1 ± 1 . 5 * 


123. 0± 1.9** 



*S(i0*T?ttilSI$tL7c#||2 004-107368 &mMb LX&V , 

i5 ft®\±*wmm*\^x&^zfiz>h<Dxrtbz> 0 
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1. -jR5£ (A) N (Bk (C) ^V^tl^«§^5^t>*^fi^»^f^^ 




. (B) 



Mfl7K*M^s ^a^VI, »&K&#LT%<fcWJMT/l^/^ - (CH 
2 ) m ORa, -CH (ORa) (ORa'k - (CH 2 ) m N R a R a \ - (C 
H 2 ) m C0 2 Ra, - (CH 2 ) m CONRaRa\ -CH=CHCO z Ra, 
- (CHJ m COC0 2 Ra N - (CH 2 ) m P O (ORa) (ORa') ©l^T 
tlfr&ifrL (--T\ mtt0~2Olf^*L N Ra, Ra' Ma£ LTTkH E 

ZflW^s -CH (Rb) -CH (Rb) -CH (Rb') ~> -CH = 

CH- -C (O) -.wrtlfr&ifil, (r-T\ Rb, Rb' ft. tSLT* 
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i^T^^^r^S, -QR 1 0 (D^-fflfr&TF L (^-X\ Qfl-0- N -S 
(O) p -, -S (O) p O-, -NH-, -NR1 1 - N -C (=0) - s - 
C ( = 0) O-, -C (=0) NH-, -C (=0) NR11-, -S (O) p 
NH- -S (O) P NR11- -NHC ( = 0) -NR11C (=0) 

5 -NHS (O) p -s -R11S (O) p -(D^i*tlfr%^L (ZZX\ p 

(io~2oit^L, r i o*3 «tt/R 1 1 liistt^ 7kmm^-, s^s^^r 

LXt>£^T/v*;vm, WmmZtLXh J^T/i^^S, gmSSr^L-Tfe 
j^T/^-^fi, gmS^^LTt> £V^^ P7/^;H, gmK^^bTti 

io vT)\>*>\>T)\>*)V^ If l^t tt J; l^r n 17;^^S, g^S^W 
lttJ:V^7 7^^ 7V/l'£m^Tfti&*S:?j*U *fcR 1 O&itfR 1 1 

Bli, 7R*JlCi\ B*SSr^UTt>J:v^jRr/i'^^ (D) xm&H 



ibtt^^PT/^/H^ ^rnfS, 7PwH©V^ftL^^l, 

20 ;\/M, liMfLTfciv^rnii, ItS^f UtfeJ;v>7!J^H, g 

T/l^/l^. LTfc £1^77/1^/1^ -Q' R2 0©V^W^ 

L (r Q' te-O-, -S (O) p .- % -S (O) p. 0- % -NH-, 

-NR2 1- -C (=0) -s -C ( = 0) O-, -C (=0) NH — x -C 



R4 




15 
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(=0) NR21-, -S (O) ,,NH-, -S (O) ( .NR21- -NH 
C (=0) -NR21C (=0) -NHS (O) p .-^ -NR21S 

(o) p . -©vvfftfr&^L C:tp' [io~2©It^*L, R20fci 
tfR2l|j:iiLLT, Tk*®^ gtkfi^LT^ £v>T/^/i^ E^S^W 

J;^T>}-/vg, ttSlrf Lt t i V^>^ n T^^r^T ^^r/H, g^££r# 

tKn^i©^f«/FU R 2 0*5J;T>*R 2 1 li^LTfSri 

10 $LTt>«fcV^)) ; 

JltU< ; 
^ (A) fc*5V^ 

Yf±, -C (O) -*fc«-S0 2 -^^U ; 

Rl afcWRl a' |«&LT> zK^ffljC^ gm»£W LT t> £ WMT/l-^ 
20 /v££fc^m££WLTt>«fcl>Ty-/i'S£;^U SfcRla^Rla' 

!Nr£LTBife£&#LTfc.fcV>3~6Ji« n «r£A/T?t> i ^) 

WUt)J;< ; 

R 2 fl, TKSIJi^SfcttffijRT^^S^^L Rla (IfcttRl 

a') i'R2ft, MLTlfS^f Ltt>J;V^5~6ll (^^^^njg^- 
25 &3-A/Cfc.kvO «UU<); 
nil O^fctt 1 £/7nL ; 
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5£ (B) Rl^T, 

Yfi, -C (O) -Sfcfl- S 0 2 -£?fcL ; 
^ (C) m*3V^T. 

^S^^fift^SSr^TLTt J;V^T y-/^S&^ U RlciRlc' f±> 
10 UTSmS^^TLT^ J^3~6MH (i^l^rnl? Sr^T?^ <fcv\) 
^Lt^J:< ; 

R2«, 7K*MT-*fcttffifST/l/=3r^S^^b C:t\ Rlc (IfcllRl 
c') i:R2(i, ^LTg&S&^LTkJ;^ 5~6ii dR^^^nJI^ 

15 l'tt N 0 £fctel ; 

2. -j»!5C (A), (B), (C) <DV^^-e*$^5!f*IIlfS«4(D^^%^fc 
20 «^C9lSm^^fF^$^#5^ D 
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Mte2f<|flg3\ An^yl, Hl^f Ltt) £W«TA^A^ - (CH 
5 2 ) m ORa, -CH (ORa) (ORa'), - (CH 2 ) m N R a R a \ - (C 
H 2 ) m C0 2 Ra > - (CH 2 ) m CONRaRa\ -CH=CHCO z Ra, 
- (CH 2 ) m COC0 2 Ra N - (CH,) JO (ORa) (ORa') <WF 
tlfr&ftL (r.rT\ mteO~2<D3Sffc£^U Ra, Ra' f«i£LT7K*M 

10 Zf*$M££\ -CH (Rb) -CH (Rb) -CH (Rb') -CH = 

CH-©V^-f*lJi»Sr*L (r^T\ R b N Rb' fi N LT tR if II ^ ap^ 

g&£&#LT*> ^Tfrtr^jvm, ttS^fLTt) il^T/i^-^S, *m 

15 ^tTfci^'/y^S, tii^t t T <b ± V^V^ n T/i'^/i/T^^H, 

-QRl 0©^fti^?r^L (-r^\ Qfi-O-. -S (O) p - N -S 

(O) p O-, -NH-, -NR 11-, — C (=0) ~~ \ -C (=0) 0- N 

-C (=0) NH-, -C (=0) NRll-s -S (O) P NH N -S 
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(O) ,NR11- -NHC (=0) — , -NR11C (=0) -> -NHS 

(o) p -, -riis (o) p - wrn^&^b (r;x% pf±o~2<7)S 

8fc£?j*U R 1 0*5j;tfR 1 lfiaSUfcLT, 7k*JD!H\ gmK&^ LT % «t V>T 

T^/VgmvfWSr^L. *fcR 1 0*5<fct>*R 1 1 fiJg^UTSI 
10 Bte, *Mm*, gmS^^LTt i J;v^«T/^^/^£, -jftS; (D) '-V&isfr 



/VS, g&££^LTt> «fcvwrn££. Itl^fltt) J;V^y-^S, S 

T/i/^^S N ftS?rf ttfc J:V^T7^dF-/^ — Q ' R 2 0 ©V^f *ifl»«r* 
20 t Q' ft-0-> -S (O) p . -S (O) p . O-, -NH-, 

-NR2 1- -C (=0) -C ( = 0) 0- s -C (=0) NH- S -C 

(=0) NR21- N -S (O) p . -S (O) P >NR21- S -NH 

C (=0) - N -NR21C (=0) -NHS (O) P >- N -NR21S 

(O) p . -m^-fflfr&TfiL (rrtp' teO~2<DM£r^U R 2 0 jo J; 



R4 




(D) 
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LT% £^77i^-/v£, g&SSr^LTfc J^T/^-^K, I^S^f IT 
■b^i/? uTsu^/um, EmK4r^TLTt> iv^rofl, S&g&^TLTfc 

Wf;ft/5>&^U tfc, R 2 O *3,fctfR 2 1 tt^LTiWLTI) i 
V^))) ; 

& (A) fciSV^T, 
10 - Yr±, -C (O) -%fz.te-S0 2 -&7jkL ; 

RlajSOTla' f«S:LT, *|fjGi^£ Lt & «t lv0£&T 

/>3vv£tr^U £fcR laiRla' ^ bTWfeS^^TLTt iV^ 3 ~ 

R2!1 N *II^^fe'ilttr/^/H*^L (r^t? % Rla (SfcteR 1 
15 a' ) ^R2lt ^LTffmK^WLTfe J^5~6MSt (IS* n JDR-? 

ntt, 0 1; fete 1 ; 

20 5£ (B) fc*3V>T, 

Ytt, -C (O) -£fcte-S0 2 -£^L ; 

^ -r n K -7- ^-a" Ay T J: V ^) U ; 
25 ^ (C) fc*5^T\ 

/^/Ulr^l, R 1 c t R 1 c ' fi, ^LTSmKSr^tT^ J;V^3~6M 
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R2fi % 7K*^^*fc»fgmT^^^£^^L (r^T\ Rlc (IfcltRl 
c' ) a2lt ^LTl^i^ttT%i^5~6li (l^^fPgf 

5 1 [2, 0£fcte 1 £tfL ; 

R6fl7.k*)lH\ g^KSr^TLTt iV^fii7;^;H s 7^/1, 7^/7^ 

10 £Jft Q 

4. B^-^ (d) T^$wiffe§, tmm2^ta±3mmffM^m^tc 

15 5. m^tK*^, ItS^tUt^ivMfilT/i/^/H, - (C 

H 2 ) m ORa N - (CH 2 ) m NRaRa' N - (CH 2 ) m CO s Ra, -CH 
= CHC0 2 RaO^fiX/5^*t rT\ -mttO- 2 (7)S£r^U R a *3 

20 

6. (A) ^$tL^|f*rilfB^^^^^fctt^(DlsmW^ffW$ti 

7. B^-^ (D) 1?S^5lt'S.5, 6 mm<D4k&y>)1ztc l±Z<D H 
25 ^W^f^^tL#5fe 0 

8. X^l^mm^'. n f£0 R 2, R 3 N R 6 jo j; R 6 ' ftliLT, 
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10. Y^-c (o) -^i-|»*«6|B«^^^*fcf^oE^(cfF^$ 

11. Z^Mf£Sfcte-CH (Rb) -&^»#«6ffi«©{b£fc*fctt* 

12. R 1 a*3.fcl*Rl a' ^iitt, Tft*^ * fcttBtfeS&W t T £ 
ffi|T/^;H^U StRlaiRla' tt N LTtil^f LT t> £ 
V^3~6M («*fc^nJg( : F«:£A/T?fc.fcV^ LT % «fc V^#Jg 6 IB 

13. B&-m&, (D) Tf*$tL5lT?, Stbtf* 7* If U 

14. X/^|gjg^-T\ nJ30&*U R2, R3, R 6 & £t>*R 6 ' i»3 U 

te-£*b * II ^ ©EH W &-fF^ * tt# 6 i£o 
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i6. b^-^ (d) x*m&ti%mx\ mb&y^-jum, t°y^^n. a 
tz n z <d mm#} ^ mm £ tin s m. a 



17. (h). x«m£frL%4k&m&tz.tez<Dmmmctm£h,n&)M. 0 



10 MtezkSfE^ ^n^VS, fi^££#LT& ivMSifcTA'^i^ - (CH 

2 ) m ORa N -CH (ORa) (ORa'h - (CH 2 ) m NRaRa\ - (C 
H 2 ) m C0 2 Ra, - (CH 2 ) m CONRaRa' s -CH = CHC0 2 Ra N 
- (CH 2 ) m COC0 2 Ra, - ( C H" 2 ) JO (ORa) (ORa') Wf 
hfoZivL (c\c\X\ mteO- 2 <7)»£^U Ra, Ra' LTTKSfJI 
15 flfcttiSir/U^/H^/^t) ; 

ZfeWrffc&, -CH (Rb) - N -CH (Rb) -CH (Rb') -CH = 

C H — s -C (O) -<W-ftL/^£^L (r:t\ Rb, Rb' \t s M&LXfr 

20 ^-/i^ m^&^^xhk^y? vT;v*;vm, I^MfLtfeiv^ 

iV^y/^^Ss -QR 1 0 OV^f^Sr^L Qfi-O-, - S 

(O) p ~, -S (O) p O- -NH-, -NR11-, -C (-O) 




(H) 
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C ( = 0) 0- N -C (=0) N H — N -C (=0) N R 1 1 — N -S (O) p 
NH-, -S (O) p NRll- -NHC ( = 0) - N -NR11C (=0) 
- N —NHS (O) p -, -R11S (O) p -(D^~ftlfa%7jkL (~ p 
#0~2E>&$C&^U R 1 O&i^R 1 1 f»£LT. 7k*JfH\ gmSSrW 

n7/^/V7;^/H, S^S^^LT^ J;v^tpIT;^/H, 
iTtiv^r^^^ rs^sm^ft^t^u tfcRiojaitjtRii 

io f±3fe^bTHtSr^LTt>J;V^)) ; 

Bte, *SfIg^ g^S^^LT^ £W«T/^^S, (D) -zmisti 



ib^i/^nm^s, ^tpii, rp-^s©v^-f^*^u 
15 R4*3it;R5it aft* lt**^^ ^p^vi, ^fps, t>- 

20 T^A-K, g^K^LT^ £V^T y/i^/i^fi, -Q' R 2 0 m^f ti^Sr^ 
L Q' fi-O-, -S (O) p . - N -S (O) p . 0- N -NH- > 

-NR 2 1-, -C (=0) - N -C (=0) O - N -C (=0) NH- N -C 
(=0) NR21-, -S (O) p . NH- -S (O) P -NR21- N -NH 
C (=0) -NR21C ( = 0) - N -NHS (O) p . -NR21S 



R4 




(D) 
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(o) p . -mvfft^&^L (r.r.Tp 5 fto~2®it&^L N R2o*3«fc 

LTfe J^T/i^-/^, tt&aESr^LTfc J^T/v*-^, tt3»£WLT 

tKa^v'/Hwv^^L, tfc, R2 0fcJ;t> , R2 1|±MLti^ 

R 1 a *3«fctfR 1 a ' ttiitt, 7k*M^\ ttl^t Itt) ^Wfiir^ 
10 /HSfditti^f ttt <fcl>T!J— /l^fc^U tfcRla^Rla' ft N 

WlTtJ;< ; 

R2ft, TK^JIg^^fc^Mr^^^^^L Rla (SfcteRl 

a') iR2(t MLtitS^f Ltt J;V>5~6Mm (SftfK^? 1 
15 £r£A^t>J:v>) WUUO ; ' 

20 is. x^*^^ b^-^ (d) vmistizm-zhz, nmmumm 

19. MtfTkmrn^, ^oy;i, R^SiSr^ J; v^jfi^T^^^S^ - 

(CH 2 ) m ORa, - ( C H 2 ) m NRaRa\ - (CH 2 ) m CO z Ra N -C 
25 H=CHCO 2 Ra0V^^^f m« 0 ~ 2 (D^^^T^ Ra 
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20. Bfls— flgss (d) T:M£ti&&x\ mh^y^^m, ti^/H, 4 

^ k y sum, ^ v ^mm^-r^^-rm^mi 9ia*©ft^** 

2 1. Rlafc'i^Rla' WiLt, tK*J^^* fc LT i 

ib« <d it&m * it n % <d mm w ^ rF * * *l# * m. 0 

22. nfSO&^U R2, R6*5«ktfR6' ttiiLT, 7KltJlC^-£ fctegm 
SSr^TLTfciV^jRT^^SSr^b^ Zli-CH (Rb) -Jfcli-CH 

(Rb) -ch (Rb') -sr^i-i»^JS2 imm<Dik&m^tz.te%<Dmmmz 

2 3. BtfS— jRst (D) T*S^H5ST\ ibiS7i^H, t^v 5 ^/^ >f 

24. -jrs; (e) vm£frzfc&®*tcte%<Dmmmm®$tinz%La 



i" (iL^-CR 1 2 iR 1 3 tti ^ 9 til^^ j; t)«^iJ|f i -^i: /i o T, 




(E) 
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gmSSr^LTt> J^T/l-dr^S, g^»^ IT % J; ^7 n T/l^^S, 
Ill^f LttiV^TaSl, Itl^tLTt) J;v^ry g&£& 

/Us tt&££^LTfc«fc^T 7/1^1^ -Ittai (F) -jRsS; 
(G) "e*$*L5£©V^-f^S:^i- 0 




(F) (G) 

10 ZH:^£\ -CH (Rb) -CH (Rb) -CH (Rb') -CH = 

CH-©V^fW^^L Rb, Rb'lt IftScLT**^-?^ ab^ 

/S, isTSm, 7y^7AI, g&K£^LT& iV^T/i^^S. 

S&WLTt> £1^7 o7/^/H, I»f Ltfei^TPfS, 

-QR10©^ftL^^L (rrT\ Qfi-O-, -S (O) P - N -S 
(O) p O-, -NH-, -NR 11-, -C ( = 0) - N -C (=0) 0- N 
-C (=0) NH-, -C (=0) NR1 1 - N -S (O) p NH- s -S 
20 (O) P NR11-, -NHC (=0) -NR 1 1 C (=0) -NHS 

(O) p - s -R11S (O) p -OV^i"tL^Sr*L pfiO~2<D^ 
ifcSr^U RlOjsit/Rl lfiiitt, 7K*]5!H\ ff&£&^ LT t> «t V^T 
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7^dr;Hs Tv7^K<D^Ttl^£^U JtRlO^iO'RllfiMlTl 

5 Btt, 7k»M^s IHS^f Ltfciv«T/^;H N (,d) vmtsti 

SSmvf^Sr^L ; 
R4 

(D) 

(5£4L ibli^^n7;^;H, — t^p^S, r P -/I'Sov^tb^Sr^ U 
R4fcJ:r>'R5fi, «LTtK*^> ^n^yS, = fnl, TV 

/^S> ttmSSrWLTti iV^fnil, S&K&^r LT & J; VVT }J * 

15 L Q'tt-O-, -S (O) p — , -S (O) p '0~, -NH- S -N 

R2 1-, -C (=0) -C (=0) O-, -C (=0) NH- -C ( = 

O) NR21-, -S (O) P >NH- N -S (O) p -NR2 1-, — N H C ( = 
O) -NR2 1C (=0) - N -NHS (O) p — , -NR2 1S (O) p - 

- WffrL/^Sr^L (rrtp'liO~20lf^L, R 2 0*5 XTPR 2 1 n 

20 ^iELT, tKSJ^^-, Ill^f Ltt)J:v^7;^/H, gmSSr# LTt> J; ^ 
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«r?j*U £/t s R 2 0*5j;tfR 2 1 «j§^LT3StSr^ LTt «tV^)) ; 
R 3J3\ ^C^M^ SfcttteJRT^^SOV^Tna^^L ; 
5£ (F) fcfc^T, 

Y& N -C (O) -Sfcfl- S0 2 -£^L ; 

R 1 ate, 7fc^JS^*^Hit^3r#LTt>J:V^jKr/Vdr7>SSr^L ; 
n ft % O^fcfi 1 ; 

R 6*3 it>*R 6'liiiLT, 7K«M^s Ili^tlt^i^iST/^/H, 
^ (G) ^*5V^T N 

R 1 cte N ^J^^-^fe^gmS^WUT^ £W»T;l-^££^L ; 

1 E\ Otfclil^L ; 

ilU R l 2 i R l 3^-i(:^otlIi©tx!) ^yi^f^L, LflS^ 

2 5. .(D) "11*^2 4|S^Ofb^#J*fc» j e 
2 6. (E*) ^SStiSft^ftSfctt^^EJIWfcffFS^^SiftSr*" 
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1- (rr-CR 1 2 tR 1 3 «i ^ 5 1*JI^^ i^lK i t -C, 
Lfi s fiMtttfe iv^r^A'S, gi&S&^LTt iv^r^=^3E> 

(G) ^^5Sov^f*ii>^f 0 




io (F) (G) 

(St*, 

ZteW^&s -CH (Rb) - N -CH (Rb) -CH (Rb') - N -CH = 
CH-O^W^L (--T\ Rb, Rb'lt $t&LT7kSfjg-? N /^f 

S^^LT^ il^v^ P7/V^ g^SSr^ LTt>£l^7^ptS, Bi^S 

-QR1 OC^ftl^^^L Q«-0- s -S (O) p -S 

20 (O) p O- % -NH-, -NR 11-, -C (=0) -C ( = 0) 0- N 
-C (=0) NH-, -C (=0) NR 1 l- % -S (O) p NH-, - S 
(O) p NRl 1 — N ' — NHC (=0) - % -NR11C (=0) - N -NHS 

(o) P - N -riis (o) v -m^-ftiip&7Fl, (t^T\ p&o~2©i 

&&^u rio^oti lnmtLLT, ymm^-s lt^j^x 
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/u*/um, gmS&WUTti £^T/t^^K, m^&^LX-h £V^T/l^~ 



^^i, g$££WLT<k<fc^T/^/i^ tt&g&^LTfc.fc^r/i'*-- 

15 J&K&^f LT^i J;V^v'^ p T/^/VT/l^/i-'ilk ttMfLTU^fPl 
T/^/^S. g|fc££r#LTt> J;V^T y;v^;vm, - Q'R 2 0 <D\^flfr%7yi 
L (r Q'fi-O-, -S (O) -S (O) p -0-, N H N -N 

R21-, -C (=0) -> -C (=0) 0- s -C (=0) NH- N -C ( = 
O) NR21-, -S (O) P 'NH-, -S (O) p 'NR2 1- > -NHC ( = 

20 O) -NR2 1C (=0) ~> -NHS (O) p — > -NR2 1S (O) p - 

-(D^-ftlfr&TFL (r r.Tp'H0~2©HffcS:^L N R 2 0*5«fcU<R 2 1 It 

iATtt, tK^JS-^s ItS^f bt^ iv^r^^Ss fi&g£^LTt> «fcv^ 
TA^^/vE, *ma^^TLT% <£V\T/l^~/l^ mteMttLXiskW* 



R4 




(D) 
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Sfc, R 2 0*3 it/R 2 1 a^LXm^JfMLXh M)) ; 
5£ (F) fcfrV^T, 

Yfi N -C (O) -*^fi-S0 2 -^^L ; 

R6*3 < tTJ«R6 , fiMAEbT, zk^BfUS g&S&# LT t> «fc V^ttT /V 
^ (G) fc&V^ 

R 1 c (i, 7j<*ig^*fc«amKSr^LT^ J; W£##T/i^A-S£;^ L ; 

1 ft, 0 3; fete 1 ; 

R 6 ttTtoSfJ^jK SmS^LTt.tV^jftT^/^ 7^7/1/ 

2 7. Btfs-jKsS; (D) -C*$^Sffi*C*)5,-»*3S2 6|E«^>|S^ 0 

2 8. ff*JSl~2 5(DV^^l^^|B«^^tfcte^<D|S^^rFWb 

2 9. ^=y^-^|fl#^lT?&5»*3®2 6-2 8 Wl»;ft,tf> 1 3SfcIB^©£ 

3 o. =3r^y^i— ^m^»y^l/^^^feSlt*«2 9f3«6©IS^o 

3 l. ^^/^^-^ia^^^^^a©«^J*fcte^^ljT^S»^2 9 
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32. mitw^&, ru^-mm, mm, wii^itFtt 

mxh%$mm2 6, 2 8, 3 KD^-Ttifrimztrnvmn* 

3 3. ifrmkmrnm, mmmmm, nsa, mm^^mm^^h 

2 6, 2 8, 3 l<^Tftri>13gfcfB#©^!SS„ 

3 4. ^rsbfifc^ib-co»*«i^ia*$^s-jRS: (a), (b) s (ck it* 

mi 7lCffi*$*l5-«!:S; (H), »*3g2 4tn|B*$n5-jK5S: (E) , 

2 6^fla«s$*L«-jRs: ( e ') <D\,^nfrT*mt$n%ik&mtitci-±*:(DmM#) 
mm^mm & h & § $ «t <9 mm s n s '> * < t % i m <o m & <o ^mm * ft n 

ft 3 i¥ J; «^ £ ft 5 < £ & 1 j&a^B&ffl * ilf&if Ji 5 fit**! 

3 4 * fi 3 5 fB*(D|M||#l^t/ 0 

3 8 . muti^ y 9 w >umn\^%m^t Lx^-t^^mmmm^m 
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SEQUENCE LISTING 



<110> 



Ajinomoto Co. , Inc. 



<120> 



An aniline derivatives 



<130> 



09728 



<150> 



JP 2004-107368 



<151> 



2004-03-31 



<160> 5 

<170> Patentln version 3. 1 

<210> 1 

<211> 16 

<212> PRT 

<213> Homo sapiens 

<400> 1 
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15 10 15 

<210> 2 

<211> 10 

<212> PRT 

<213> Homo sapiens 



1/3 



WO 2005/095327 



<400> 2 

Lys Arg Pro Pro Gly Phe Ser Pro Phe Arg 
1 5 10 

<210> 3 

<211> 9 

<212> PRT 

<213> Homo sapiens 

<400> 3 

Arg Pro Pro Gly Phe Ser Pro Phe Arg 
1 5 

<210> 4 

<211> 9 

<212> PRT 

<213> Homo sapiens 
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a technical feature common to all of claims 1-39, is not a special technical 
feature . 

Further, a compound having "N-l, 4 -phenylene-CF 3 " as partial structure which 
is useful as anti- inflammatory agent is also publicly known (see, e.g., JP 
55-4397 A, WO 2004/024710 Al , WO 2003/0022809 Al, WO 2003/015784 Al , and JP 
8-73404 A) . Thus, "a compound having N- (1,4 -phenyl ene or the like) -CF 3 as 

(continued to extra sheet) 

As all required additional search lees were timely paid In the applicant, tins international search report covers all searchable 
claims. 

As all searchable claims could be searched u ilhoiil effort justifying an additional fee, this Authority did not un ite payment of 
any additional fee. 

As only some ol the required additional search fees were timely paid by the applicant, ties international search report covers 
only those claims for which fees were paid, specifically claims Nos.: 



4- | * | No required additional search fees were timely paid by the applicant Consequently, this international search report is 
restricted to the invention first mentioned in the claims: it is covered by claims Nos.: 
Parts of claims 1-16, 28-39 (compounds represented by the general formula 
(A) wherein Y is CO and Z is a group bonded through a carbon atom) 

Remark on Protest I 1 The additional search fees were accompanied by the applicant's protest. 

No protest accompanied the payment of additional search fees. 
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